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THE PRESIDENT’S COLUMN 





The Best Things Are Free 


By JosEPH BANK, M. D., PHOENIX 


When one speaks of receiving something for 
nothing, one is apt to question the value of the gift. 
It does not necessarily mean that the gift is devoid of 
cost. I hope that there 
will be very few who 
will fail to take advan- 
tage of the postgraduate 
seminar which will take 
place in Phoenix No- 
vember 16, 17 and 18, 
simply because it is free. 
The meeting is the an- 
nual conference of the 
Southwestern Medical 
Association, which this 
year has the additional 
sponsorship of the Maricopa County Medical Society. 


Dr. Bank 


Actually this opportunity for graduate education 
is not without cost, although it is free to the receiver. 
A substantial contribution, if a monetary measure 
may be used, is made by the distinguished visiting 
speakers who render their services without remunera- 
tion. They come from long distances at great sacrifice 
in time and effort, interrupting busy teaching sched- 
ules and practices. Members of the County Society, 
which is host for the convention, spend many hours 
in preparing the scientific program and other arrange- 
ments. The women’s committee and the County So- 
ciety office staff are also contributors. The nominal 
registration fee and the contribution of the technical 
exhibitors cover the barest essentials and merely de- 
fray traveling expenses, printing and mailing costs. 


Learning on the Run 


A noted British physiologist once remarked that 
a lecture consists of information transmitted from the 


notes of the teacher to the notes of the student with- 
out going through the brains of either. This cliché 
of undergraduate days does not apply to the busy 
physician who must literally learn on the run. He 
must get his information quickly and in concentrated 
form. It is therefore important that the person pre- 
senting the material have a provocative and informed 
personality. The distinguished array of speakers 
gathered at this meeting more than fulfills the 
requirements. 


The various sessions of this meeting, as one may 
observe from the program printed in this issue, are 
no mere “‘lectures.”” The topics represent problems 
with which the practicing physician as well as the 
speaker is confronted daily. Informal and personal 
discussion opportunity is provided at luncheon meet- 
ings. Furthermore, the atmosphere of the conference 
provides a saturation point for information consid- 
erably higher than equal time spent in reading. 
Nothing is more timely or up-to-date than the spoken 
word, whether in discussion or in answer to questions. 


Maximum Opportunity 


A cordial invitation is extended to all physicians 
of this area. The program fits in with the needs of 
the modern, busy doctor who can’t take time off from 
active practice. Most participants will lose little or no 
time in travel. This conference literally brings to your 
doorstep discussions and personalities ordinarily avail- 
able only at national meetings far from home. 


Southwestern meetings always provide maximum 
educational opportunity coupled with a chance to 
meet old friends and make new ones. Phoenix, as 
host city, extends a warm welcome. 











MEETINGS 


Outstanding Annual Meeting Scheduled for 


Southwestern Medical Association 


A total of 13 outstanding speakers, on the agenda 
for the coming convention of the Southwestern Medi- 
cal Association in Phoenix, November 16 through 18, 
will make the meeting one of the most outstanding 
in the Association’s history. 

This extraordinary program, coupled with the 
charm and atmosphere of thriving Phoenix, is cal- 
culated to draw physicians from the Southwest in 
record numbers. Following the precedent established 
a year ago at the El Paso meeting, the Phoenix con- 
vention will officially began on a Wednesday and 
close Friday night leaving Saturday for travel, sight- 
seeing or sports. 

A feature of the meeting will be the symposium 
on cardio-pulmonary diseases by Doctors Hans H. 
Hecht, John W. Kirklin, Reginald H. Smart and 
John L. Webb. This is being sponsored by the 
Maricopa County Medical Society's medical educa- 
tion committee in place of the annual post-graduate 
program. The symposium is scheduled for what is 
virtually an all-day session on Friday, November 18. 


Additional Speakers 


Two additional speakers announced for the pro- 
gram since the October issue of SOUTHWESTERN 
MEDICINE are Dr. Conrad J. Holmberg, Assistant 
Professor of Otalaryngology at the University of 
Minnesota School of Medicine, and Dr. Donald C. 
Collins, Assistant Professor of Surgery at the College 
of Medical Evangelists in Los Angeles. 

Dr. Joseph Bank of Phoenix, who is president of 
the Association as well as being chairman of the 
program committee, has planned an informal party 
and buffet supper at the Phoenix Country Club on 
Wednesday night and a cocktail party and dinner 
dance in Hotel Westward Ho, convention head- 
quarters, for Thursday night. 

Twenty-one firms have entered commercial exhi- 
bits and physicians are urged to allocate a portion 
of their time for an inspection tour of the exhibit 
section. 


SPEAKERS 
H. L. Bockus, M. D. 


Professor and Chairman of the Department of 
Medicine, Graduate School of Medicine, Uni- 
versity of Pennsylvania; Chairman of the De- 
partment of Medicine, Graduate Hospital. 


William E. Ehrich, M. D. 
Professor of Pathology and Chairman of the 
Department of Pathology, Graduate School of 
Medicine, University of Pennsylvania. 
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L. Kraeer Ferguson, M. D. 


Professor of Surgery and Chairman of the De- 
partment, Women’s Medical College of Pennsyl- 
vania; Professor of Surgery, Graduate School of 
Medicine, University of Pennsylvania. 


Hans H. Hecht, M. D. 


Associate Professor of Medicine, University of 
Utah School of Medicine. 


Conrad J. Holmberg, M. D. 


Assistant Professor of Otolaryngology, Univer- 
sity of Minnesota School of Medicine. 


John W. Kirklin, M. D. 


Assistant Professor of Surgery, Mayo Founda- 
tion, University of Minnesota. 


I. V. Ponseti, M. D. 


Associate Professor of Orthopedic Surgery, Uni- 
versity of Iowa School of Medicine. 


Kenneth L. Roper, M. D. 


Associate Professor of Ophthalmology, North- 
western University School of Medicine. 


Edward H. Rynearson, M. D. 


Consultant Division of Medicine, Mayo Clinic; 
Professor of Medicine, Mayo Foundation, Grad- 
uate School, University of Minnesota. 


Reginald H. Smart, M. D. 


Clinical Professor of Medicine and Coordinator 
of Chest Diseases, University of Southern Cali- 
fornia School of Medicine. 


John L. Webb, M. D. 


Professor of Pharmacology and Chairman of the 
Department, University of Southern California 
School of Medicine. 


J. Walter Wilson, M. D. 


Associate Professor of Dermatology, University 
of Southern California School of Medicine. 


Donald C. Collins, M. D. 


Assistant Professor of Surgery, College of Medi- 
cal Evangelists, Los Angeles. 


SOUTHWESTERN MEDICINE 











Aga aS 


NC 


e 
ia 








The Complete Program of the Annual Meeting of the 





Southwestern Medical Association In Phoenix, November 16-18 


SCIENTIFIC PROGRAM 


Wednesday, November 16 
Morning Session 


8:00 a. m. 
Registration 
9:30 a. m. 
Opening of Meeting and Address of Welcome. 
Doctor Carlos C. Craig, President, Maricopa 
County Medical Society. 
Response — Doctor Joseph Bank, President, 
Southwestern Medical Association. 
10:00 - 11:30 a. m. 
Symposium — Regional Enteritis and Enterocoli- 
tis; Medical, Surgical and Pathologic Aspects. 
Doctors H. L. Bockus, L. Kraeer Ferguson, and 
William E. Ehrich. 
11:30 a.m. 
Clinical Disturbances of the Pituitary Gland. 
Doctor Edward H. Rynearson. 
.12:15 p.m. 
Concho Room — Round-Table Discussion ; 
Question and Answer Period. 
Doctors H. L. Bockus, William E. Ehrich, and 
Edward H. Rynearson. 
Presiding: Doctor Ashton Taylor, Phoenix. 


Mezzanine Floor. 





Dr. Ehrich 


NOVEMBER, 1955 


Afternoon Session 


Presiding: Doctor John H. Dettweiler and 
Doctor Robert Friedenberg, both of Albu- 
querque, 

2:00 p. m. 

Which Goiters Are Best Treated With Surgery 
and Which by Radioactive Iodine. 

Doctor Edward H. Rynearson. 

2:30-4:00 p. m. 

Symposium — Orientation of Massive Bleeding 
from the Upper Alimentary Tract; Medical, 
Surgical and Pathologic Aspects. 

Doctors H. L. Bockus, L. Kraeer Ferguson, and 
William E. Ehrich. 


1:00 p.m. 


Hip Disorders in Children. 
Doctor I. V. Ponseti. 


Visit technical exhibits. 
7:00 p.m. 


Informal party and buffet supper, 
Phoenix Country Club. 





Dr. Holmberg Dr. Wilson 
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Thursday, November 17 
Morning Session 


Presiding: Doctor Royal W. Rudolph and Doctor 
Stuart Sanger, both of Tucson. 
9:00 a. m. 
Real Versus Supposed Disturbances of the Endo- 
crine Glands. 
Doctor Edward H. Rynearson. 
9:30 a.m. 
Complications of Fracture Treatment. 
Doctor I. V. Ponseti. 
10:00 a. m. 
Management of Diuresis in Congestive Heart 
Failure. 
Doctor Hans H. Hecht. 
10:30 a. m.- 12:00 Noon 
Symposium — Experience with Subtotal Gastrec- 
tomy in the Management of Peptic Ulcer - 
Post-Gastrectomy Sequelae; Medical, Surgi- 
cal and Pathologic Aspects. 
Doctors H. L. Bockus, L. Kraeer Ferguson, and 
William E. Ehrich. 
12:30 p.m. 
Concho Room — Round-Table Discussion: 
Question and Answer Period. 
Doctors L. Kraeer Ferguson, John W. Kirklin, 
and I. V. Ponseti. 
Presiding: Doctor Donald Polson, Phoenix. 


Visit Technical Exhibits. 


Afternoon Session 


Presiding: Doctor Branch Craige and Doctor 
Lester C. Feener, both of El Paso. 


2:00 p. m. 
Selection of Cases of Congenital Heart Disease 
for Operation. 
Doctor John W. Kirklin. 
2:30 p.m. 
Skeletal Lesions Produced by Aminonitriles. 
Doctor I. V. Ponseti. 
3:00 p. m. 
The Adrenals. 
Doctor William E. Ehrich. 
3:30 p.m. 
Prophylaxis and Treatment of Complications 
Following Biliary Tract Surgery 
Doctor L. Kraeer Ferguson. 
1:00 p. m. 
Prevention of Malignant Neoplasm of the Gas- 
trointestinal Tract. 
Doctor H. L. Bockus. 
6:30 p.m. 
Mezzanine Floor — Hotel Westward Ho. 
Cocktail Party. 
7:30 p. m. 
Fiesta Room - 
Dinner Dance 


Hotel Westward Ho. 


Friday, November 18 
Morning Session 


Presiding: Doctor Russell L. Deter and Doctor 
Clement C. Boehler, both of El Paso. 


The Symposium on Cardio-Pulmonary Diseases 
by Doctors Hans H. Hecht, John W. Kirklin, 
Reginald H. Smart, and John L. Webb, is spon- 
sored by the Maricopa County Medical Education 
Committee in place of the annual post-graduate 
program. 





Dr. Bockus 
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9:00 a. m. 
Fungous Diseases. 
Doctor J. Walter Wilson. 
9:30 a.m. 
The Effect of Drugs on Pulmonary Circulation 
and on the Control of Respiration. 
Doctor John L. Webb. 
10:00 a.m. 
Clinical Observations of the Value of Pulmonary 
Function Studies. 
Doctor Reginald H. Smart. 
10:30 a. m. 
Essential Pulmonary Hypertension. 
Doctor Hans H. Hecht. 
11:00 a.m. 
The Treatment of Atrial and Septal Defects. 
Doctor John W. Kirklin. 
12:30 p.m. 


Luncheon Meetings. 


Symposium — Surgical Evaluation of Acquired 
Heart Disease. 

Doctors John W. Kirklin and Hans H. Hecht. 

Presiding: Doctor Howell Randolph, Phoenix ; 
and Doctor William R. Hewitt, Tucson. 


ENT and Ophthalmology. 

Doctors Kenneth L. Roper and Conrad J. 
Holmberg. 

Presiding: Doctor Oscar W. Thoeny, Phoenix. 


Anesthesiology. 

The Newer Drugs for Anesthesia. 

Doctor John L. Webb. 

Presiding: Doctor Wallace A. Reed, Phoenix. 


, 


International Academy of Proctology. 

The Role of Histoplasmosis in Colonic Disease. 
Doctor Donald C. Collins. 

Presiding: Doctor William F. Schroeder, Phoenix. 


Afternoon Session 


Presiding: Doctor Donald K. Buffmire, Phoenix; 
and Doctor A. I. Poldosky, Yuma, Arizona. 
2:00 p. m. 
Delusion of Parasitosis. 
Doctor J. Walter Wilson. 
2:30 p.m. 
How To Evaluate Polycythemia. 
Doctor Hans H. Hecht. 
3:00 p. m. 
The Pneumoconioses and Pulmonary Function: 
Industrial Insurance Considerations. 
Doctor Reginald H. Smart. 
3:30 p.m. 
The Action of Drugs in Clinical Use for Heart 
Disease, Other Than Digitalis. 
Doctor John L. Webb. 
4:00 p.m. 
Surgery for Occlusion and Ancurysms of the 
Aorta. 
Doctor John W. Kirklin. 


Program Committee 
Joseph Bank, M. D., Chairman 
Carlos Craig, M. D. 
W. V. Ergenbright, M. D. 
Louis Jekel, M. D. 
Howell Randolph, M. D. 
Ashtcn Taylor, M. D. 
Oscar W. Thoeny, M. D. 





Dr. Kirklin 
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Dr. Ponseti 


Dr. Roper 
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Dr. Rynearson Dr. Smart Dr. 


Exhibits 
Marriner W. Merrill, M. D., Chairman 


Arrangements Committee 
James Barger, M. D., Equipment 
Robert Beers, M. D., Golf 
Thomas A. Edwards, M. D., Registration 
James Faulkner, M. D., Finance 
John McCarville, M. D., Reservations 
Ashton Taylor, M. D., Entertainment 


Ladies Committee 
Mrs. Kent Thayer, Chairman 
Mrs. Leslie Smith, Co-Chairman 


Mrs. Wallace Meyers 

Mrs. Selby Mills 

Mrs. William Ragsdale, Jr. 
Mrs. Lorel Stapley 

Mrs. L. L. Stolfa 





Commercial Exhibits 


Booths reserved by: 
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C. B. Fleet, Lynchburg, Virginia 

Doho Chemical, New York 

Ethical Pharmaceutical, Phoenix 

Standard Surgical Supply Company, Phoenix 
Pfizer, Brooklyn 

Person & Covey, Glendale, California 

Eli Lilly, Indianapolis 

General Electric, Phoenix and Los Angeles 
G. D. Searle, Chicago 

(Pitcher) Medco Products, Tulsa 


Lederle, Pearl River, New York 
A. H. Robins, Richmond, Virginia 
J. B. Lippincott, Philadelphia 
Sandoz, San Francisco 

Squibb, New York City 

Ciba, Summit, New Jersey 
Southwestern Surgical Supply, Phoenix 
Mead Johnson, Evansville, Indiana 
Upjohn, Los Angeles 

Coca Cola, New York City 
National Cash Register, Phoenix 
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CURRENT THERAPY 





Chemotherapy In Tuberculosis 


By Jack C. PosTLEWAITE, M. D., Et Paso 


The closing of Trudeau Sanitorium in Lake 
Saranac, New York, has not affected the outlook 
of the relapsing disease tuberculosis. Although the 
mortality in tuberculosis has been materially changed 
by antibiotic therapy, being on the order of seven 
per 100,000 in New York state and 22 per 100,000 
throughout the United States at large, one greatly 
doubts that the morbidity of tuberculosis has come 
to pass. There is good reason to believe that tubercu- 
losis was the first epidemic of the centuries gone by. 
The White Plague, first named by Oliver Wendell 
Holmes in 1861, has persisted to date, being only 
partially influenced by the public health controls and 
the results of the veterinary control of tuberculosis 
in cattle. It is interesting that an organized study 
with tuberculin testing of the cattle industry from 
1917 to 1940 produced a tuberculin sensitive cattle 
population of less than one-half of one per cent at the 
cost of $260,000,000. This program was accom- 
plished in 23 years at a cost less than the yearly 
expenditure of the cattle industry for their losses 
each year prior to that time. 


New Treatments 


The treatment of tuberculosis was limited to the 
stage of amulents and fetishes until the antibiotic 
era. Diet, helio-therapy, climatic and altitude thérapy 
was the standard of treatment until recently. It was 
only of recent vintage, 1876, that Dettweiler replaced 
the theory of exercise for complete rest in the treat- 
ment of tuberculosis. Nearly all the drugs in the 
pharmacopeia had been used unsuccessfully in the 
treatment of tuberculosis. It was not until the enthu- 
siasm with the triumphs of chemotherapy were 
developed in the sulfonamide and penicillin era that 
the first active anti-tuberculosis drug was brought 
into reality. In the pre-streptomycin stage, 20 per 
cent of patients incurring active, minimal pulmonary 
tuberculosis were dead within a period of ten years, 
and 70 per cent of the far advanced pulmonary 
tuberculosis victims were dead in a period of less 
than ten years with the active disease. The pre- 
streptomycin period may be dated from 1938 with 
the advent of the sulfonilamide drugs which demon- 
strated suppressive action in experimental tuberculosis 
only. It was not until the sulfone derivatives includ- 
ing Promin, Diasone, and Promizole were formulated 
that an anti-tuberculosis drug effective in human 
disease was recognized. 


Antibiotic Activity 


In early 1944 Shatz, Bugie and Waksman pub- 
lished the first report on streptomycin and noted its 
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antibiotic activity against bacteria of both the gram 
negative and the gram positive types. The effective- 
ness of streptomycin against mycobacterium tubercu- 
losis was reported shortly thereafter opening a new 
therapeutic hope for the victims of the disease. 
Streptomycin first clinically used by Hinshaw and 
his group at Mayo Clinic revealed certain human 
toxicities. Deafness and vestibular dysfunction were 
noted in many cases at the increased dosages used. 
Also very early, in the clinical trial of the drug, 
bacterial resistance and case failures were recorded. 
In 1946 Dr. Youmans reported that tubercle bacilli 
were recovered in eight out of 12 patients receiving 
streptomycin and were resistant to the antibiotic in 
three months. Other major problems for discourage- 
ment were noted in January of 1946. Complaints of 
frequent occurrence of irreversible deafness and ver- 
tigo were discovered. 


Anaphylactic Reactions 


Anaphylactic reactions such as eosinophilia, cylin- 
duria, leukopenia, agranulocytosis, drug fever and 
rash, circumoral paresthesia, and rarely jaundice were 
reported. A standard treatment program of strepto- 
mycin was stimulated by the combined reports of the 
Army, Navy and Veterans Administration in May 
1946. Favorable studies from England were reported 
and presented 52 cases as controls of which only 
33 per cent had x-ray improvement without strepto- 
mycin, 34 per cent x-ray deterioration, 27 per cent 
died, and four per cent developed negative sputum. 
Of 55 cases streptomycin treated, 69 per cent revealed 
x-ray improvement, 20 per cent x-ray deterioration, 
10 per cent died, 14 per cent had negative sputum 
on culture and 85 per cent developed antibiotic 
bacterial resistance. The therapeutic dose was strepto- 
mycin two grams daily in four divided doses over 
a period of four months. Remarkable change in the 
streptomycin group included weight gain, sedimenta- 
tion rate improvement, and remission of fever. Drug 
toxicity occurred in 65 per cent of the streptomycin 
treated patients. At this time certain problems ap- 
peared in the use of streptomycin. 


Examples 


For example — 1. did the streptomycin resistance 
in people mean the cessation of therapeutic effective- 
ness, 2. could the development of resistance be de- 
layed by altering doses, and 3, could therapeutic 
effectiveness be maintained at the same time that 
toxicity was reduced by changing the dosage. The 
results of the combined service study in 1948 indi- 
cated that one-half gram of streptomycin daily re- 


Page 533 








sulted in a decreased rate of bacterial resistance and 
a like increase in the therapeutic improvement of 
tuberculosis patients. This was paralleled by a ten 
fold decrease in the toxic symptoms to streptomycin. 
In 1948 Dihydrostreptomycin was discovered and 
found to be essentially comparable to streptomycin 


therapy. 
New Era of Therapy 


In 1946 Lehmann developed a new era of tubercu- 
losis therapy, better known as combined chemotherapy 
plus long term treatment. It was here that para- 
aminosalcylic acid known as PAS was combined with 
streptomycin. Unfortunately, certain disadvantages of 
PAS are noted early, manifested by gastro-intestinal 
upset and occasional sensitivity. The course of therapy 
developed was streptomycin with PAS 12 to 20 grams 
per day. A decrease in streptomycin bacterial resis- 
tance was noted with an improvement in the clinical 
case responses. The Veterans Administration and 
Army-Navy groups selected three basic regimes for 
study from which our present treatment program 
was developed. 1, Streptomycin one gram daily plus 
PAS 12 grams daily, 2, Streptomycin one-half gram 
daily plus PAS 12 grams daily, and 3, Streptomycin 
one gram twice a week plus PAS 12 grams daily. 
It was shown that combined drug long term treat- 
ment revealed 75 per cent x-ray improvement versus 
57 per cent single drug therapy, and a 70 per cent 
conversion of sputum as against a 50 per cent con- 
version of sputum. 


Isopropyl Derivatives 


In 1952, Isoniazid and its isopropyl derivatives 
were introduced as chemotherapeutic agents in the 
treatment of tuberculosis. Preliminary reports came 
from Seaview Hospital in New York City. Here 
again, combined statistics from the U. S. Public 
Health Service, the V. A., Army-Navy group and 
the research council of Great Britain gave us an early 
evaluation of the therapy. It was noted that strepto- 
mycin plus PAS, Isoniazid alone and streptomycin 
plus Isoniazid revealed comparable imptovement in 
x-rays — 54 to 64 per cent; comparable changes in 
sputum conversions — 37 to 67 per cent; and that 
35 per cent of the cases became resistant to INH 
on INH alone, whereas three per cent of the cases 
developed such resistance to INH plus streptomycin. 
It was interesting that at first the Isoniazid resistant 
organisms were found to be avirulent in guinea pig 
innoculations. This avirulence, however, did not 
persist in other animals or in man. Certain toxicities 
were inevitable in the use of the new drug (Isoniazid) 
in its clinical application. 


Varied Toxic Effects 


A wide variety of toxic effects in humans include 
central nervous system stimulation such as hyper- 
reflexia, peripheral neuritis, toxic psychosis and acute 
convulsive reactions. Pyridoxine deficiency has been 
discovered and corrected by the use of Pyridoxine 
50 to 450 mg. per day. B-12 therapy also has re- 
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lieved the peripheral neuritis. Allergic responses such 
as chills, fever, dermatitis, arthralgia and purpuras 
have been recorded. Hemolytic anemia was noted 
rarely. A specific euphoric effect was disclosed in 
the early cases under therapy. Withdrawal of the 
drug produced depression, nightmares and nervous 
upsets. Eight of 24 patients treated with streptomycin 
and PAS developed a complicating tuberculosis 
meningitis during therapy. Twelve patients treated 
with INH alone did not develop this complication. 
This is the basis of the prophylaxis study in tubercu- 
lous meningitis now being carried out by the public 
health service. 


Other Drugs 


Other drugs used in anti-tuberculosis therapy 
have included Viomycin, now available for use, 
however, extremely toxic and expensive and develop- 
ing a drug resistant bacteria very early. It is of value 
when a patient is particularly sensitive to streptomycin 
and/or Isoniazid. A second drug, Pyrazinamide, is 
not a very potent anti-tuberculosis drug but seems 
effective when combined with INH. Its high degree 
of hepatoxicity makes the prolonged use of this drug 
impractical. Oxytetracyclene has been substituted for 
PAS and found to be effective in combined therapy. 
It is not a potent anti-tuberculosis drug alone. 

It is unfortunate that an ideal chemotherapeutic 
agent is not available in tuberculosis therapy. 


Problems Unsolved 


The problem of who should be treated with the 
anti-tuberculosis drug is not as yet settled. There is 
no doubt that meningitis, miliary disease and acute 
exudative forms of pulmonary tuberculosis should 
receive therapy. However, it is only recently that 
Edith Lincoln has come to believe that the primary 
infection of tuberculosis in children can be altered 
by the anti-tuberculous drug, particularly INH. The 
problem of therapy and disagreement of manage- 
ment pertains to the recent tuberculin converter. The 
use of all three drugs — PAS, SM, and INH — is of 
no value. Triple drug therapy seems to have no 
advantage in the uncomplicated tuberculosis. This is 
not true in fulminating tuberculosis, such as miliary 
disease or meningitis. 


Therapy Regimens 


The following regimens of therapy have been 
postulated: 1, Streptomycin one gram intramuscu- 
larly, twice a week and PAS 12 grams daily by mouth 
in three or four divided doses. 2, Isoniazid alone, 
four to five mg. per kilogram of body weight per 
day or in two or three divided doses. 3, Isoniazid 
four to five mg. per kilogram of body weight per 
day plus streptomycin one gram intramuscularly once 
a day. 4. INH four to five mg. per kilogram of body 
weight per day plus the streptomycin given twice 
weekly instead of daily. 5, Isoniazid four to five mg. 
per kilogram of body weight and PAS 12 grams 
daily. 6, INH plus SM plus PAS in dosages as above, 
streptomycin being given daily or twice weekly. All 
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three drugs should be used in the dangerous forms 
of tuberculosis such as miliary disease and meningeal 
or acute, extensive pulmonary pneumonic form of 
tuberculosis. In the latter case the INH should be 
eight to 10 mg. per day for the first two or three 
weeks, after which it may be reduced to four or 
five mg. per kilogram per day. 


Streptomycin Recommended 


It is also recommended that streptomycin be given 
daily during the first three months of therapy and 
that PAS be given at 12 to 20 grams daily during 
this period of therapy. The length the treatment is 
to be continued is uncertain and there is reason to 
consider a total of one year to 18 months or even 
longer. The chemotherapy is not irradicating the 
infection but gives the patient a different, less 
pathogenic bacteria to deal with metabolically. The 
tuberculosis bacilli are better controlled by tissue 
reaction, the longer they remain in metabolic in- 
activity. Thus one might anticipate two or three 
years of therapy under these conditions. The question 
of chemotherapy, bed rest, collapse therapy and sur- 
gery is also not settled; however, the objective of 
closing cavitary disease seems to be mandatory 
through medical thinking. The surgical procedures 
have a reduced mortality and are clinically more 


. successful with antibiotic therapy. 


Prevention More Economical 


The prevention of tuberculosis is far more econo- 
mical than the cure of the disease. A new non-ionic 
surface acting polyoxyethylene ether (Triton-WR- 
1339) may be effective in suppressing tuberculosis 
by intra-cellular activity. Therapy may becomé com- 
pletely effective as investigation develops in the field 
of anti-metabolic drugs and the ultimate sterilization 
of the infected tissue. 

In a recent lecture at Hotel Dieu Hospital by 
Dr. David M. Bosworth, Chief of Orthopedics of 
St. Luke’s Hosp‘tal, Seaview Hospital, in New York, 
and New York Polyclinic, considerable emphasis was 
laid on the use of Marsilid in the extra pulmonary 
cases of tuberculosis. Marsilid is an iproniazid, a 
derivative of the Isoniazid group of drugs. Essentially 
its toxicity can be hemotological, dermal, hepatic or 
neurological and have been the deterrents to general 
clinical use. It would appear that this has been 
overcome by using dosage schedules of not more 
than four mg. per kilogram of body weight for one 
week, three mg. per kilogram of body weight for the 
second week, and attempting to arrive at a compatible 
dosage schedule of nearly two mg. per kilogram of 
body weight per day. 


Results Listed 


The effective result of iproniazid therapy include 
— 1. reduction of fever, 2. increased weight, 3. tran- 
quillizing effect on the central nervous system, 
4. healing of extra pulmonary tuberculosis lesions 
within a period of a few weeks, and 5. reduction in 
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pain and increase in the feeling of well being in all 
patients. Failures are recorded in case studies of 
extra pulmonary disease but the therapy should be 
given more clinical trial. Ultimate surgical fixation 
is indicated in spinal tuberculosis as a complement 
to the rest and drug therapy. It would appear that 
an active Marsilid therapy for bone and joint tubercu- 
losis can be maintained with a reduction in morbidity 
and mortality. A life time follow-up is necessary for 
tuberculosis drug evaluation because of the relapsing 
characteristics of tuberculosis infections. 


Tissue Sterilization 


An approach to tissue sterilization, the removal of 
the tuberculosis pathology from the human individual 
comparable to the efforts of the veterinarian group 
and the cattle industry seems possible in the future. 
Negative tuberculin populations are directly propor- 
tional to negative sputum cases. Negative sputums 
can only mean that the contagiousness and infectious- 
ness of the problem are minimized. With the advent 
of even newer anti-tuberculosis drugs there is to be 
anticipated a population free of the “White Plague.” 
Important considerations will be developed with addi- 
tional experience and statistical study in the anti- 
tuberculosis drug field. In the meantime, the drug 
schedules at the present time in use must be main- 
tained for at least one year and possibly three years 
before we can be sure that adequate medication has 
been given our tuberculosis patients. 


Addendum: 


The following chemotherapy schedule has been 
employed for tuberculosis in children at El Paso 
General Hospital for over one year and was intro- 
duced by Dr. Katharine H. K. Hsu, M. D., of 
Houston, Texas. 


Chemotherapy of Tuberculosis 
in Children 


1. For Acute Forms of Localized Diseases, 
e.g. Tuberculous Pneumonia. 


Streptomycin combined with PAS or Isoniazid 
combined with PAS. In severe cases, all three 
drugs may be needed at the same time until the 
critical stage is over. 


Dosage: 
Strepto- 30-40 mg/kg daily 
mycin (maximum 1.0 gm) 
Isoniazid 3-5 mg/kgdaily qi2horq8h 
PAS 200 mg/kg daily q 6horq8h 


(maximum 12 gm) 


Duration: 
Until the toxic symptoms subside and the 
disease enters into subacute stage, then con- 
tinue the therapy as 2. 
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2. For Subacute or Chronic Forms of Local- 
ized Diseases. 
Streptomycin combined with PAS or Isoniazid 
combined with PAS. 


Dosage: 
Strepto- 30-40 mg/kg 
mycin (maximum 1.0 gm) 
Isoniazid 3-5 mg/kg daily 
PAS 200 mg/kg daily 
(maximum 12 gm) 


twice weekly 


qi2horq8h 
q 6horqg8h 


Duration: 
Until disease is inactive. Presence of necrotic 
residual requires more prolonged therapy. 


3. For Miliary Tuberculosis. 
Intensive prolonged therapy using all three drugs. 


Dosage: 
Streptomycin intramuscularly, 50 mg. b.i.d., 
maximum daily dose 1.0 gm, until acute symptoms 
have subsided, thereafter 1.0 gm. semi-weekly. 
Isoniazid 10 mg/kg daily for four to six weeks, 
thereafter seven mg/kg. Reduce dosage to 
3-5 mg/kg, if toxic symptoms appear. 
PAS 200 mg/kg daily, maximum daily dose 
12 gm. 
Duration: 
Streptomycin six months, Isoniazid and PAS 
one year. 


4. For Tuberculous Meningitis. 
Intensive prolonged therapy using all three drugs. 





Dosage: 
Streptomycin intramuscularly, 50 mg/kg b. i. d., 
maximum daily dose 1.0 gm, until spinal fluid 
becomes normal, thereafter 1.0 gm. semi-weekly. 
Isoniazid 10 mg/kg daily for four to six weeks, 
thereafter seven mg/kg. Reduce dosage to 
3-5 mg/kg, if toxic symptoms appear. 
PAS 200 mg/kg daily, maximum daily dose 
12 gm. 
Duration: 
Streptomycin at least six months. Isoniazid and 
PAS at least one year. 


5. For Uncomplicated Primary Tuberculosis 
in Young Infants. 


To prevent tuberculous meningitis and other posty 
primary complications, Isoniazid is preferred to 


streptomycin, 
Dosage: ‘ 
Isoniazid 3-5 mg/kgdaily qi2horq8h 
PAS 200 mg/kg daily q 6horqg8h 
(maximum 12 gm) 
Duration: 
One year (tentative) 
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Maricopa County Society Spearheads New Rest Home for County Patients 


A report in 1951 by a Maricopa County Medical 
Society member sparked a four year campaign to 
improve the lot of rest home patients in the Phoenix 
area. As a result of his spade work and a follow-up 
program by the society, a new 400-bed central rest 
home for county patients will shortly be in operation 
on the grounds of the county hospital. 

A preliminary study of every rest home in the 
county, supplemented by information from other 
states and counties, furnished the basis of a code of 
standards for both nursing homes and boarding 
homes. The medical society set up a Rest Home 
Committe which enlisted the cooperation of the city 
fire department and the county sanitarian in checking 
fire hazards, food preparation and sanitary facilities. 
These checks were made after a letter to each home 
operator and after a 30-day period in which the oper- 
ators had a chance to comply with the minimum 
standards of the code. Photographs of the homes were 
attached to each report. Since the investigation was 
a private undertaking of the society, some resistance 
was expected. The committee found, however, that 
home operators were uniformly courteous, and most 
expressed an interest in meeting code standards. 
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Following completion of the report, a vigorous 
protest was made to the city, county and state health 
departments concerning home conditions. As a result 
these health departments assumed responsibility for 
licensing and enforcing code standards. Later, assign- 
ment of county patients was removed from political 
control and a non-partisan citizens’ committee wag 
organized to follow through on the disposition of 
county patients. Their report suggested that a new 
county rest home be built on the grounds of the 
present county hospital, thus saving nearly $40,000 
per year in ambulance costs. Although this sugges- 
tion had been ignored when made previously by 
physicians who had been medical directors of the 
county hospital, this time the idea took root. A happy 
coincidence, the society reports, is that Dr. Fred 
Holmes, who began the campaign by his 1951 report, 
now is medical director of the county hospital. After 
construction of the home is completed in November, 
all he has to do is look out his office window to see 
the building that represents four years of work on 
his part and that of his society colleagues. It should 
inspire other societies as a sample of persistent, aggre- 
sive community action. 


The PR Doctor, September, 1955 
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APHORISMS and MEMORABILIA 


Truths and Concepts Concerning Acute Lupus 


By ANDREW M. Basey, M. D., Las Cruces, N. M. 


1. “It has been our experience that biopsy exami- 
nation is frequently of little help in establishing the 
diagnosis of lupus, no specific lesion being detected 
in patients who are later found to have the disease. 
Thus, in our group of patients, lymph node biopsy 
was nonspecific in 11 instances and positive in only 
two. Of 19 skin biopsies only 12 were positive, and 
only one muscle biopsy in 12 gave information of 
definitive value.” A. McGehee Harvey, “Systemic 
Lupus Erythematosus,” Medicine, Dec. 1954, p. 304. 


2. ‘Hypertension is uncommon in patients with 
SLE.” A. McGehee Harvey, Joc. cit., p. 310. 


3. ‘“Hepatomegaly cccurs in patients with SLE, 
but it is not an outstanding feature and jaundice is 
unusual.” A. M. Harvey, loc. cit., p. 345. 


4, “The spleen was palpable in only 16 per cent 


_ of this group of patients.” A. M. Harvey, Joc. cit., 


p. 347. 


5. ‘Regional or generalized involvement of lymph 
nodes occurs in more than half of the patients with 
this disease.” A. M. Harvey, /oc. cit., p. 347. 


6. “In occasional cases of SLE thrombocytopenic 
urpura is the outstanding feature of the disease. 
he hemorrhagic disorder may occur when other 

manifestations are trivial, or may actually antedate 
them by months or years. These patients have been 
thought to have ‘idiopathic’ thrombocytopenic pur- 
pura, and the platelets may return to normal either 
spontaneously or as a result of splenectomy.” A. M. 
Harvey, Joc. cit., p. 361. 


7. “It is noteworthy that the thrombocytopenic 
purpura occurring in this disease may be clinically 
indistinguishable from ‘idiopathic’ thrombocytopenic 
purpura. There may be no anemia other than that 
accounted for by hemorrhage, the white cell count 
may be normal, the spleen may not be palpable, and 
the bone marrow pattern is typical of ‘idiopathic’ 
purpura. Furthermore, splenectomy has been regularly 
followed by elevation of the platelet count, often 
to normal levels. In most patients subjected to this 
procedure, there has been no recurrence of thrombo- 
cytopenia even though death from SLE ultimately 
occurred.” A. M. Harvey, Joc. cit., p. 361. 


History Significant 


8. “It is clear that a previous history of joint 
pain, pleurisy, skin eruption or other manifestations 
may have great significance in a patient with throm- 
bocytopenic purpura.” A.M. Harvey, loc. cit., p. 365. 
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9, “There is now general agreement that at least 
three factors are necessary for the formation of these 
cells (L. E.): (1) a substance present in the plasma 
of many patients with SLE; (2) nuclear material de- 
rived from leucocytes and altered through the influ- 
ence of the plasma factor; and (3) active phagocytic 
cells which engulf the altered masses of nuclear 
material.” A. M. Harvey, loc. cit., p. 369-370. 


10. “In our experience the activity of the disease 
is not well correlated with the number of L. E. cells. 
Some of our patients have had remissions lasting 
several years during which the cells were repeatedly 
demonstrable in considerable numbers.” A. M. 
Harvey, Joc. cit., p. 374. 


11. “While fever was usual, several patients with 
active lupus were afebrile for many weeks.” A. M. 
Harvey, Joc. cit., p. 386. 


12. “Haserick, Corcoran and Dustan concluded 
that in desperately ill patients, designated as in ‘acute 
lupus crisis,’ massive doses of cortisone were indi- 
cated. The treatment consisted of 50 to 100 mg. at 
one- to two- hourly intervals until a response was 
obtained. One patient received 2300 mg. over a 
24-hr period.” A. M. Harvey, Joc. cit., p. 389. 


13. “The effects of ACTH or cortisone on the 
L. E; phenomenon were observed in 21 of our pa- 
tients. In five the abnormal cells disappeared during 
treatment, but in each instance they were described 
as ‘rare’ before treatment. In eight they became less 
numerous and in six no change occurred. In two 
patients a few more cells were seen during hormone 
administration than before.” A. M. Harvey, /oc. cit., 
p. 408. 


Sudden or Insidious 


14, “SLE may make its appearance with dramatic 
suddenness, or so insidiously that its presence is un- 
suspected for a long period. The frequency with 
which the disease develops obscurely, and the long 
interval of time elapsing before its recognition has 
lead to a false impression regarding its usual dura- 
tion.” A. M. Harvey, Joc. cit., p. 418. 


15. “We have seen cases: (1) in whom L. E. cells 
were not found although the clinical diagnosis was 
apparent and SLE was found at post-mortem exami- 
nation’; (2) with negative L. E. cell test and positive 
biopsy; (3) with unequivocally active SLE on clinical 
grounds in whom L. E. cells were not found until 
after repeated search over months or years, and (4) 

(Continued on Page 543) 
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Disseminated Lupus Erythematosus, No Longer a Rare Disease 
By BRANCH CRAIGE, M. D., Et Paso 


Introduction 


Only a few years ago disseminated lupus erythe- 
matosus was considered a rarity. It was a disease 
which was recognized solely on clinical findings. 
There was no laboratory method for confirmation of 
the diagnosis, and autopsy abnormalities were un- 
known. Development of the LE test by Hargraves, 
Richmond and Martin’ by which the clinical diag- 
nosis may be confirmed in the pathologic laboratory 
has given clinicians a tool by which cases of dis- 
seminated lupus may be identified. Just as the 
electrocardiogram has made recognition of myocardial 
infarction easy and accurate, so the discovery of the 
LE test has made recognition of this disease a simpler 
clinical accomplishment. The availability of the LE 
test has made it possible to diagnose disseminated 
lupus in greater numbers than was previously pos- 
sible. In the Los Angeles County Hospital following 
the introduction of the LE test the diagnosis of dis- 
seminated lupus was established more often than that 
of pernicious anemia and leukemia, twice as often 
as Hodgkins and half as often as acute rheumatic 
fever.(2’ In Cleveland Haserick™) suggest that dis- 
seminated lupus is actually a frequent protean disease 
with atypical phases which may be detected with 
certainty by the LE test. Atypical and subclinical forms 
may be recognized.‘*) It is possible that as the diagno- 
sis of less severely involved cases becomes possible, the 
overall prognosis may be improved. In a comprehen- 
sive review article, Harvey at al) have recently pre- 
sented 138 cases from the Johns Hopkins Hospital 
and have proposed the name systemic, instead of 
disseminated, lupus erythematosus or “SLE.” 

With an increasing awareness of this disease the 
diagnosis is being made more frequently everywhere 
and we have seen a number of cases in the past few 
years in El Paso. 


Pathology 


Just what is systemic or disseminated lupus erythe- 
matosus? Pathologically, abnormalities have been ob- 
served which may be divided into the following 
categories. First are vascular lesions. Vascular lesions 
may occur throughout the entire body, including 
especially a peculiar hyaline thickening of the capil- 
lary walls in the glomeruli of the kidneys. The 
glomerular changes have been called the “wire loop” 
lesion by Baehr, Klemperer and Schifrin.’ Klem- 
perer, Pollack and Baehr pointed out that the 
supporting tissues, that is the connective tissues of 
the entire body, not only of the capillaries, may be 
involved; and that the characteristic connective tissue 
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change in disseminated lupus is degeneration of 
fibroblasts; whereas, by contrast, in rheumatic fever 
there is proliferation. This disturbance Klemperer 
has called “fibrinoid degeneration.” Hematoxylin 
bodies have been noted most prominently on the 
heart valves, constituting the non-bacterial verrucous 
endocarditis of Libman and Sacks.(®) The verrucae, 
in contrast to those seen in rheumatic fever, are likely 
to be found on the under surface of the valve near 
the base, in contrast to their position at the edge of 
the valve in rheumatic fever. Hematoxylin-staining 
masses are also found in much less frequency in 
various other organs of the body; and it is thought 
that they are chemically and morphologically similar 
to the material included in the LE cells.) These 
three changes, namely, the vascular lesions, the fibri- 
noid degeneration of the collagenous tissues, and the 
hematoxylin bodies constitute the pathologic changes 
which are at present usually recognized. 


The LE Test 


The LE test consists cf the in-vitro demonstra- 
tion of a homogeneously-staining hematoxylin material 
derived from leucocytes which is phagocytosed by 
other polymorphonuclear leucocytes. It is speculated 
that this same phenomenon may occur in-vivo pro- 
ducing the hematoxylin bodies found on the heart 
valves and in some of the tissues. /-vitro the require- 
ments to produce the LE phenomenon are plasma or 
serum or the gamma-globulin fraction thereof con- 
taining the unknown LE factor”) and polymorpho- 
nuclear leucocytes belonging either to the patient, a 
donor, or derived from another species. They may 
come either from peripheral blood or from bone 
marrow. When these two substances, the LE factor 
from the patient’s blood, and any normal leucocytes, 
are mixed and incubated, changes occur rather 
promptly over the course of twenty minutes or 
more.“1!) Perhaps the simplest method of producing 
the phenomenon is to incubate the patient’s heparin- 
ized whole blood adding additional normal whole 
blood only if the patient’s white cells are scanty. The 
first changes are the breaking down of the nuclear 
chromatin of polymorphonuclear leucocytes. The cyto- 
plasm then disappears, and the nucleus assumes a 
rounded shape; gradually the entire chromatin net- 
work is lysed leaving a homogeneously staining 
spherical or oval mass. The mass is then approached 
by polymorphonuclear leucocytes. When a number 
of them are found surrounding the mass the cluster 
is called a rosette, and when one of the polymorpho- 
nuclear leucocytes engulfs the homogenously staining 
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mass of degenerated nuclear material the resulting 
cell containing the material is called an LE cell. The 
LE cell may have been seen in the direct blood smear 
of peripheral blood without incubation'!”) or at 
autopsy!) or in the pericardial fluid,(''? but such 
findings are extremely rare. It is speculated that 
perhaps the phenomenon occurs in-vivo but that the 
LE cells are rapidly removed from the circulation. 
The exact relationship between the demonstration of 
the LE phenomenon in-vitro and the various patho- 
logic manifestations of the disease in tissues remains 
to be clarified. 


Symptoms and Signs 


Since collagen and blood vessels occur in all 
organs of the body it is understandable why the 
clinical manifestations of disseminated lupus may be 
so numerous, so variable, and so bizarre. The severity 
of the symptoms and their location and type will 
depend upon the relative involvement of different 
organs in the disease process and may fluctuate from 
time to time. Often, however, there may be little 
correlation between the severity of clinical symptoms 
and the demonstrated amount of pathology in specific 
organ systems at autopsy. It is common for patients 
with lupus to be misdiagnosed as having a disease 
of one or another organ systems or a combination of 
such diseases for a long time before the correct diag- 
nosis is suspected. The disease may start insidiously 
so that the patient has no way of knowing when the 
first signs of illness occurred. And in retrospect, it 
may be impossible to tell whether minor symptoms 
which occurred a long time previously may have been 
part of the present disease process, or could have 
been due to some unrelated malady. , 

There is no single finding which is always found 
in systemic lupus for it is a disease characterized by 
variability, by remissions and exacerbations; and even 
some of those findings which are most usual may be 
absent in a remission. The most common findings, 
however, are a prolonged febrile, wasting illness with 
arthralgia and arthritis, a rapid sedimentation rate, 
abnormalities in the urine and anemia. The urine 
usually contains red cells, white cells, casts and albu- 
min, and sometimes there is renal insufficiency. 
Anemia is hypochromic; there thay be leucopenia, 
thrombocytopenia and hyperglobulinemia. As various 
organ systems are involved, one may find pneumonitis 
and signs of pleurisy, dry, or with effusion. Menin- 
geal signs, convulsions, and mental aberrations in- 
cluding psychosis may occur. Skin lesions may be of 
characteristic butterfly distribution over the bridge 
of the nose and cheek, may occur elsewhere or may 
be absent. Mucous membranes may be involved, and 
there may be purpura. There may be cardiac abnor- 
malities, murmurs, and electrocardiographic changes. 
Phlebitis, edema, and retinal changes occur. 


No Limit 


In short, there is no limit to the various manifes- 
tations that may be observed, and again at times in 
the course of the disease manifestations may be scarce. 
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The incidence of various symptoms, signs, and 
laboratory findings is well presented by Harvey et 
al.) The observations in the author's cases are 
presented in Tables I, II and III. Any list of the 
incidence of abnormal findings in a series of cases 
of lupus is likely to be misleading. The longer the 
period of observation and the more intensive the 
study, the more possibility is there of finding one or 
another abnormality. Thus a patient at one time may 
have leucopenia and at other times have none. The 
LE cell phenomenon may be inconstant. Even fever 
will be absent in remissions. If the patient is seen 
only once, many features of the disease may not be 
noted. If the course is very brief and fulminating 
the patient may expire before some of the systems 
are demonstrably involved. 


Treatment 


Prior to the availability of the steroids, treatment 
was entirely symptomatic; and present treatment still 
requires considerable attention to the control of 
symptoms and the appropriate treatment of inter- 
current infections with antibiotics. Remissions of the 
disease may often but not always be induced by 
adrenocorticotropic hormone or by cortisone or its 
derivatives. There are two methods of the use of 
these drugs. The first is the exhibition of cortisone 
or ACTH in amounts sufficient to maintain a constant 
Cushingoid state. In other words the patient is main- 
tained on enough of these drugs to have some toxic 
effects from them in order, theoretically, to suppress 
as completely as possible the lupus disease process. 

An alternative plan is to use only so much of the 
steroids as may be necessary to induce and maintain 
a remission of symptoms. This is the plan recom- 
mended by Hervey and his colleagues‘) and is the 
plan which has been followed by the author in the 
present series. 

A synopsis of the clinical course of the patients 
in the author's series is presented in Table IV. 


Selected Cases 


Case two was a 15 year old Latin-American school- 
girl whose illness began with migratory polyarthritis 
in 1951. Later a butterfly eruption appeared on her 
face. There were chest pains, vomiting, fever as 
high as 103° and fatiguability. She had received 
antibiotic treatments of various kinds, analgesics and 
antipyretics because of the fever and a heart murmur 
without evidence of improvement. Mucous mem- 
brane lesions followed administration of chloromy- 
cetin. There was no anemia. The white blood count 
ranged between 2,300 and 7,100 with a normal dif- 
ferential blood count. The urine contained albumin, 
red blood cells, white blood cells, and numerous 
granular casts. The non-protein nitrogen was 50 and 
67 mgm per 100 milliliters. The LE test was not 
available at that time. 

Adrenocorticotropic hormone resulted in a brief 
remission. Maintainance steroid therapy was not then 
available. When she was no longer on steroids, 
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psychotic symptoms developed and she died just four 
months after the onset of the illness. 

Autopsy diclosed a focal myocarditis and hyaline 
loops in the glomerular capillaries characteristic of 
disseminated lupus erythematosus. 


Comment 


This history illustrates a fairly characteristic rapid 
course, briefly interrupted by steroids, in a teen-age 
girl. Renal insufficiency had already begun when 
she was first seen. Erroneous diagnoses of bacterial 
endocarditis, metastatic malignancy, tuberculous peri- 
tonitis, arthritis and rheumatic fever were entertained. 


Case Three 


Case three was a 30 year old white housewife seen 
in 1952. She gave a history of swollen painful knees 
in March 1951 and of recently swollen tender ankles. 
In May 1951 she had a spontaneous miscarriage of 
twins at six months. Her obstetrician said that her 
urinalyses were normal at that time. There was a 
past history of pyelitis 13 years before. 

She showed a tender left calf and positive Homan’s 
sign with three plus edema of both ankles. The other 
joints were normal. The remainder of the physical 
examination, the blood count, Eagle, stool, chest flu- 
oroscopy and electrocardiogram were normal. The 
urine showed one plus albumin, and numerous white 
blood cells; and the sedimentation rate was 52 milli- 
meters per hour (Westergren). Diagnoses were throm- 
bophlebitis, possible arthritis or rheumatic fever, and 
possible pyelonephritis. 


Month Later 


A month later when the interphalangeal joints 
became tender, rheumatoid arthritis was considered 
the diagnosis. A brucella agglutination was negative. 

In September a knee became involved. By Decem- 
ber the sedimentation rate was 106 millimeters per 
hour, and there was anemia. The non-protein nitro- 
gen was 34 milligrams per 100 milliliters. Total 
serum proteins were 7.0 grams with albumin 3.14 
grams and globulin 3.86 grams per 100 milliliters. 
Pain in the chest, worse on recumbency, first occurred 
at this time. The urine contained four plus albumin, 
many cellular elements and hyalin, granular and waxy 
casts. Intravenous pyelograms showed normal kid- 
neys but poor concentration. The serum protein and 
albumin dropped to a total of 5.5 grams with 1.8 
grams of albumin and 3.7 of globulin; non-protein 
nitrogen rose to 80 milligrams per 100 milliliters; 
COz was 36 volumes per cent; chlorides were 480 
milligrams. On January 1, 1953 a pericardial friction 
rub was heard. She was thought to have chronic 
pyelonephritis with renal insufficiency and perhaps 
a salt-wasting kidney, since the acidosis and renal 
insufficiency had developed while she was on a salt- 
free diet. The non-protein nitrogen dropped to 42 
with clearing of the acidosis upon restoring salt and 
potassium to the diet in the form of bouillon and 
orange juice. The pericardial friction disappeared. 
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Three Days Later 


Three days later she had a stiff neck and positive 
Kernig test and a bloody spinal fluid. The fluid was 
sterile and serology negative. There was no paralysis. 
A subarachnoid hemorrhage was diagnosed. 

Shortly thereafter she had pleural effusions, first 
on one side then the other requiring several thora- 
centeses. Then occurred a macular rash over face 
and neck, petechiae in the conjunctivae and jaundice. 
Additional diagnoses could not keep up with the 
development of new manifestations. 

On January 28, an LE preparation on the peri- 
pheral blood was made and was positive. Although 
the non-protein nitrogen was again up to 62 and 
the blood pressure 160/100 adrenocorticotrophic hor- 
mone was started and a remission was obtained. She 
still required several thoracenteses and recuperation 
was slow with the constant need to control retention 
of fluid with ion-exchange resins, digitalis and other 
measures. , 

In April she was maintained on small doses of 
cortisone (25 mgm a day). In May non-protein 
nitrogen was only 37 mgm per 100 cubic centimeters, 
blood pressure 140/80 and physical examination 
normal except for some muscular weakness. The 
urine and sedimentation rate remained abnormal, but 
anemia disappeared. 

In September 1953 she again began to fail with 
hypertension, uremia and congestive failure and died 
December 17, 1953, 33 months from the onset of 
her disease. 

Autopsy showed acute pulmonary edema due to 
hypertensive cardiovascular disease secondary to dis- 
seminated lupus erythematosus. Characteristic hyaline 
capillaries were seen in the kidney and hyaline dege- 
neration of fibrous tissue in the spleen. 


Comment 


This case is a dramtic illustration of the diagnostic 
maze into which the varied manifestations may lead 
the unwary clinician. It is also of interest since it 
shows a prolonged remission with a return to normal 
of the non-protein nitrogen and blood pressure after 
evidence of serious renal insufficiency had been 
demonstrated. 


Case Six 


Case six was a 27 year old business man first 
seen in January 1953 because of aching in the muscles 
and joints of two weeks duration. He had had some 
swelling of the right knee a few days before but 
this knee had ached for seven years when weather 
was cold or wet. The neck and jaw were painful. 
The past history included a concussion years before 
and periodic headaches possibly of post-concussion 
etiology. . 

The pains gradually got worse and migrated to 
other parts of the body including the back. Fever 
began and continued persistently. Physical examina- 
tion, and complete laboratory studies were normal 
including blood count, urinalysis and sedimentation 
rate, febrile agglutinations, spinal fluid examination, 
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bone marrow aspiration, skull and chest roentgeno- 
grams, liver function studies, blood cultures, and 
serum proteins. 

He was treated with various antibiotics and oral 
moniliasis occurred. 


Three Months 


About three months after the onset of his illness, 
pericarditis developed, and there were joint changes 
typical of rheumatoid arthritis. Dysphagia became 
very troublesome and painful. Repeated laboratory 
results were again normal and two LE tests were 
negative. 

Because of the severity of his pericarditis and 
dysphagia, cortisone was started and gave moderate 
temporary improvement. 

However, six months after the onset, there was 
increasing respiratory difficulty with severe pleuritic 
pain and an elevated somewhat immobilized left 
diaphragm, demonstrated by fluoroscopy. The urine 
was normal. There was a slight leucopenia. Another 
LE preparation was again negative but the fourth 
was positive. Subsequently several other positive LE 
tests were obtained in different laboratories. The 
urine still was free of albumin although a few red 
blood cells, white blood cells and casts began to 
appear. The sedimentation rate remained normal at 
all times except during an episode of pulmonary 
embolism. Anemia and leukopenia were observed 
but were slight and transient. 


Chest Pains 


Chest pains became so severe that narcotics were 
required leading to an addiction that was later over- 
come. The course was complicated by congestive 
failure, hypercortisonism, thrombophlebitis “in the 
legs, pulmonary infarction, psychosis, convulsion, and 
finally by several minor abscesses in the deltoids at 
the site of injections. These were drained and then, 
18 months after the onset of his illness, he abruptly 
went into a remission which, at the time of writing, 
has lasted a year. The remission was uneventful 
except for two episodes of renal colic with gross 
hematuria. Subsequent to these episodes, roentgeno- 
gram of the abdomen was normal, the urine showed 
no albumin and 30 to 35 white blood cells per high 
power field ;. complete blood count, non-protein nitro- 
gen determination and an LE preparation were all 
negative or normal. 

He is at this writing essentially free of symptoms 
and working full time on a minimal dose of cortisone. 


Comment 


This case is unusual in that it occurs in a male, in 
that the sedimentation rate remained usually normal 
throughout years of observation, and in that the 
diagnosis was established when there were not as 
yet any urinary abnormalities. 


Case Seven 


Case seven was a 47 year old negro housewife first 
seen in October 1954 complaining of arthritis of 
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many joints of one year’s duration. In 1951 she had 
had a “heart attack” with palpitation and “blackout’’ 
and a 10-weeks’ subsequent illness. In December 
1953 her “whole body swelled up,” and both large 
and small joints were swollen and painful. Menses 
had been irregular. There also had been diarrhea, 
sleeplessness, dizziness, fatigue, weight loss, chills 
and fever. 

Examination showed swollen hands, tenderness in 
many joints and an enlarged liver. She had anemia, 
mild leucopenia, albuminuria with a few red blood 
cells in the urinary sediment, an elevated sedimenta- 
tion rate, negative Mazzini, normal chest fluoroscopy 
and negative LE preparation. The electrocardiogram 
showed T-wave abnormalities. The antistreptolysin 
titre was high (250 Todd units) and the C-reactive 
protein test was positive. A second LE preparation was 
negative and another sedimentation rate was higher 
(112 millimeters per hour, Westergren method). 


Rheumatic Fever 


A diagnosis of rheumatic fever was made although 
the urine now (November) showed three plus albu- 
min, 8-10 white blood cells and occasional granular, 
hyaline and pus casts. The non-protein nitrogen was 
31 milligrams per 100 milliliters. Roentgenogram of 
the chest showed cardiac enlargement, pulmonary con- 
gestion and pleural effusion. In December she was 
much more severely ill with an extensive ulcerating 
eruption involving the mouth and lips and bleeding 
from the rectum. The urine showed four plus albumin, 
many red blood cells, few white cells and many 
hyaline and granular and a few pus casts. The red 
blood cell count was only 2,100,000 with 6.6 grams 
of hemoglobin. The white blood cell count was 
5,000. The sedimentation rate was 126 milliliters 
per hour. The non-protein nitrogen was 106.5 mil- 
ligrams per 100 milliliters. An LE preparation was 
positive. 


Striking Improvement 


A striking improvement occurred on hydrocor- 
tisone at 120 milligrams a day initially and on a 
gradually diminishing dosage thereafter. The im- 
provement was interrupted briefly by an episode of 
paranoid psychosis. In one month the non-protein 
nitrogen had dropped from 106.5 to 24.5 milligrams 
per 100 milliliters and her subsequent convalescence 
was slow but progressively satisfactory. 

In February there developed a marked dermatitis 
around the left ear. In March pleural effusion be- 
came severe enough to require thoracenteses; in two 
months on seven occasions thoracenteses were re- 
quired because of respiratory distress. 

An LE preparation made with thoracentesis fluid 
and normal blood was positive, and a later prepara- 
tion using ascitic fluid and normal blood was also 
positive. 

Because of the rapid reaccumulation of bilateral 
pleural fluid a trial of hydrocortisone, 25 milligrams, 
intrapleurally was undertaken, first on one side then 
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on both sides. The reaccumulation of chest fluid was 
suppressed following local instillation of hydrocor- 
tisone. 


Patient Fairly Well 


At the time of writing, the patient was fairly 
well. She had a moderate ascites, an enlarged liver, 
some weakness, but had been gaining weight, strength 
and hemoglobin. The non-protein nitrogen, thymol 
turbidity and bromosulfalein retention were normal. 
The red blood cell count was 3.24 million with 7.4 
grams of hemoglobin. White blood cell count was 
5,400 with a normal differential count. The sedi- 
mentation rate remained 84 millimeters per hour 
by the Westergren method. An electrocardiogram 
showed lower voltage and flattened T-waves. 

Her maintainance therapy consisted of meticor- 
tandracin 10 milligrams a day and occasional instil- 
lations of hydrocortisone acetate in the pleural and 
abdominal cavities. 


Comment 


This case is another instance of remission after 
an episode of serious renal insufficiency. It is also 
of interest because of the demonstration of the LE 
phenomenon using pleural fluid and ascitic fluid as 
sources of the LE factor. It is of therapeutic interest 
that the tendency to pleural effusion appears to have 
been suppressed by the intrapleural instillation of 
hydrocortisone acetate. Brown et al“) found intra- 
pleural hydrocortisone effective in one case of lupus 
but in a second case repeated injections lost their 
effectiveness. It is as yet too soon to tell whether 
the intraabdominal instillation of hydrocortisone will 
be of benefit in this patient. 


Discussion 


The availability of a simple test, namely the LE 
test, to establish the diagnosis of this otherwise some- 
what obscure malady should make for the more 
widespread recognition of disseminated lupus erythe- 
matosus. The fact that the disease is being recognized 
in large numbers in various cities indicates that it is 
not a rare disease. The LE test, compared to other 
laboratory determinations, is a fairly specific test. 
In patients who have been on long-term high-dosage 
therapy with hydrazino-phthalazine (apresoline) a 
false positive LE phenomenon may be observed.‘”) 
However, such patients will also exhibit many of 
the other features of systemic lupus erythematosus, 
including fever and other findings, and it is possible 
that the disease itself may have been reproduced by 
apresoline. False positive results have also been re- 
ported rarely in other diseases, but are quite uncom- 
mon, and it reasonably may be assumed that a 
positive test implies a diagnosis of disseminated or 
systemic lupus erythematosus.®) On the other hand, 
false negative results occur with considerably greater 
frequency.) A false negative result is common 
during remission. It may also occur when a patient 
with lupus is under control by adequate cortisone or 
adrenocorticotropic hormone therapy. False negative 
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results also occur inexplicably during active disease 
and for this reason it is wise in a suspicious instance 
to repeat the LE test should a single trial turn out 
contrary to the clinical expectation. In the author's 
series all but one of the patients on whom LE tests 
were performed had both positive and negative tests. 
The one exception succumbed after only one LE 
preparation had been made. 


Summary 


With current clinical, laboratory, and pathologic 
means of identifying disseminated or systemic lupus 
erythematosus, the diagnosis may be established much 
more easily, more accurately and apparently much 
more frequently than was formerly the case. 


TABLE I 
Prominent Symptoms in 11 cases 
Weakness 1l cases 
Anoerexia 8 
Arthralgia 11 
Dyspnea 8 
Cough 7 
Weight loss 6 
Chest pain 7 
Arthritis 6 
Nausea and vomiting 7 
Orthopnea 6 
Psychosis 5 
TABLE II 
Prominent Signs in 11 cases 
Fever 11 cases 
Skin lesions 9 
Systolic murmur 5 
Lymphadenopathy 6 
Pedal edema 6 
Mental changes 6 
Rales 8 
Hepatomegaly 8 
Splenomegaly 3 
Pleural effusion 4 
Congestive failure 7 
Pericardial rub or effusion 5 
Convulsions 6 
TABLE Ill 
Laboratory Abnormalities in 11 cases 
Elevated sedimentation rate 11 cases 
Anemia 10 
LE cells 9 
Proteinuria 10 
Pyuria 9 
Hematuria 8 
Cylindruria 9 
Azotemia a 
Abnormal electrocardiogram 7 
Abnormal liver tests 4 
Chest X-ray: 
Enlarged heart 5 
Pleural changes 6 
Pulmonary infiltration 3 
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TABLE IV — SYNOPSIS OF CASES 


CASE NUMBER i. 2. 3. 4. S. 6. 3 8. 9. 10. 11. 
DATE 7 1 “1949 7 1951 1952 ; 1953 ; 1953 1953 . 1954 “1954 1954 7 1955 1955 
AGE 17 15 30 31 60 27 47 41 23 12 31 
SEX F F F F M F F F F F 
RACE Ww Ww WwW Ww Cc WwW Ww Ww Ww 
DURATION, (MO.) 3 3 33 16 3 30 18 24 18 8 6 
STEROID TREATMENT 0 + + = + + + + +4 4 
REMISSIONS, (MO.) 0 1 6 a 0 12 0 12 0 0 
TERMINAL EVENT pneumonia uremia uremia ? congestive uremia, 

failure jaundice 
PRESENT STATE dead dead dead dead dead remis- active remis- remis- active dead 
sion sion sion 
LE CONFIRMATION N. A.* N.A. +f + + + + + + + 7 
NECROPSY CONFIRMATION -f + + + 


*N. A. indicates not available 


~ 15. Brown, E. M., Jr., Frain, J. B., Udell, L., and Hollander, 
Ac knowledgment J. L.: Locally administered hydocortisone in the rheumatic 
diseases. Am. J, Med., 15: 656-665, 1953. 
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Teen-Agers Need Doctors Too 


By E. W. LANperR, M. D., RoswE.i, N. M. 


Adolescents are generally regarded as being one 
of our most healthy age groups. It is true that they 
are seen in the office of the physician less frequently 
than during the childhood years. More often the 
doctor sees them in the emergency ward at the hospi- 
tal, but more of that later. Just because they are 
basically healthy and apparently have less need for 
medical care does not mean that they should be 
excused, The adolescent is in the throes of maturing, of 
growing rather abruptly from a child to an adult. This 
relatively sudden development is not merely physical 
or a matter of acquiring long pants. Of equal im- 
portance and consideration are the emotional, mental 
and sociological aspects, 


Fifteen Million 


The teen-age population of the United States is 
approximately 15,000,000 or ten per cent of the total 
population. Statistics show that the early years of 
adolescence are associated with the lowest death rate 
and with low illness rates for most types of disease. 
However, this picture changes in the later teen-age. 
Accidents, collectively, are the leading cause of death 
at all ages from 10 to 19 in the United States and 
account for approximately one-third of all deaths 
during these years. They are twice as frequent during 
the 15 to 19 year period as between 10 and 14, and 
with boys more than girls. Statistics show that the 
girls are safer drivers and have less accidents outside 
the home. 


Boys More Reckless 


However, the girls have more mishaps in the home 
due, primarily, to activity in the kitchen and the fact 
that dresses are more vulnerable to the hazards of 
open fire. Boys are, by nature, more daring, reckless 
and adventurous; furthermore they are less mature 
year-for-year, and thus their judgment of risk in- 
volved by their actions is not so well developed. 
Cancer, heart and lung diseases account for approxi- 
mately another third of the deaths, especially in the 
15 to 19 age group. Although respiratory infections 
lead among the illnesses during adolescence, their 
incidence is substantially lower than at earlier ages 
and the recovery rate is high. The incidence of 
allergic reactions to foreign proteins also diminishes 
sharply during the teen-age years. 


Several Reasons 


The teenager fails to receive proper medical super- 
vision for several reason other than the fact that he is 
basically healthy. It is rather astounding the amount 
of abuse that a body, stomach or nervous system will 
tolerate before it actually becomes ill. The youth has 
great power of recuperation, but even that has its 
limitations. 
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Many are indifferent to the seriousness of illness 
or the consequences of neglected medical care. Some 
are woefully ignorant of the rules of personal hy- 
giene. This indifference and even belligerent atti- 
tude toward matters of health is indicative of the 
emotional instability of the teenager. 


Confused and Bewildered 


They are really confused and bewildered by the 
problems of adolescent adjustment, though far be it 
for them to admit it. The struggle to mature, become 
educated and socially popular contrives to build up 
strange complexes and behavior reactions. They are 
positively not receptive to advice, parental or medical. 
They are emotionally immature and in that transi- 
tional stage of development when troubles or prob- 
lems of any kind may be ignored, obscured or 
exaggerated. They wouldn’t be caught “dead” seek- 
ing advice from their elders. (Sometimes I wonder 
how often the belittling attitudes of the latter are 
responsible for this trait. Children should be secure 
in the knowledge that their parents would never 
willfully permit them to be injured or embarrassed.) 
In reality, they are desperately trying to grow up 
and at the same time prove that they ARE grownup; 
this can be quite a dilemma. 


Relationship Changes 


The parent-child relationship changes during these 
years. Parental control must necessarily be tempered 
with the process of growing up. Good rapport, built 
up during the childhood years, will pay dividends at 
this time for both parent and physician. A cooper- 
ative and respectful adolescent is the reward of a 
conscientious parent. 

Why then does the teenager need the doctor and 
how can the physician best serve the parent and his 
offspring? First, let us discuss growth and physical 
development. Girls enter the phase of pre-adolscence 
usually between the ages of 10 and 12 and spend 
roughly two years in development. Boys lag approxi- 
mately two years behind the girls. It is not unusual 
for children in this stage to overeat and become 
actually obese. This condition has a physical basis 
but may be exaggerated by emotional disturbances. 
There is a sudden stimulation of various hormones 
as the body gathers momentum for the rapid change 
from childhood to adulthood. 


Rarely Disturbing 


These changes are rarely disturbing to adolescents 
or parents when they remain within reasonable limits. 
Heredity, racial characteristics, dietary habits, socio- 
economic circumstances, etc. can produce marked 
deviations from the average height-weight relation- 
ship that are nevertheless compatible with normal 
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health. The girl of eleven who suddenly towers 
above her classmates frequently becomes self-consci- 
ous of her height and her parents worry for fear 
they have an amazon on their hands. Usually this 
means simply that she will mature early and her 
classmates will eventually catch up or even surpass 
her in height. On the other hand we see the boy 
of fifteen who still has the physical appearance of 
a twelve year old. Perhaps he is destined to be of 
short stature, like his mother’s uncle, or maybe he 
will belatedly start to grow and continue even beyond 
teen age to become quite a man after all. On the 
other hand, he may really have a glandular deficiency. 

Abnormalities in growth and development can 
best be determined by an interested family physician 
who sees the child from year to year — ill or well. 
We will assume that the obviously ill youth will seek 
or be brought to the doctor for medical care. Blood 
pressure determination may indicate abnormalities of 
a serious nature that might well cause no symptoms 
whatsoever. Examination may reveal an unknown 
heart murmur or a hernia. A urine examination may 
show the presence of microscopic blood or pus. A 
blood count might reveal an unsuspected anemia or 
leukemia. And that big abdomen may not be just 
fat after all; maybe there’s a tumor in there. Nor 
is it uncommon to find in a thirteen year old girl 
a scoliosis previously not noticed by the parent — an 


' important discovery before the growth period is over. 


Obesity 


Now back to the subject of obesity. The time 
when dietary control is most important is during the 
period when fat is being accumulated. The problem 
of helping the child who has already become-obese 
is a discouraging one. Obesity is primarily due to 
overeating, especially of high caloric foods and is 
seldom the result of glandular disturbance in the 
child. Teen age dances often solve this problem most 
quickly; — it’s no fun being a wall flower. 


Bigger and Better 


Much has been written in the professional journals 
and lay magazines on the subject of nutrition. Statis- 
tics show that we are growing bigger and better 
physically from generation to generation. Undoubt- 
edly, good food must be given proper credit for its 
share in this progressive change. Although there 
may be some disagreement over the composition of 
a well-balanced diet the consensus is that the basis 
be formed by plenty of proteins, regardless of source. 
Diets deficient in protein, minerals and vitamins can 
be especially harmful for the rapidly growing teen- 
ager. All too often, they ‘don’t have time’’ for 
mother’s table; later if you'll look, you find them 
at some drive-in partaking of a sandwich of sorts, 
“coke’’ and potato chips. Adolescents, especially the 
boys, can and should be taught to appreciate the 
“goodness” of fresh fruits and vegetables. It seems 
only logical that the best food is that which comes 
to the table in its most natural and fresh form. Dr. 
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Frederick Stare of Harvard recently stated: “Over 
one third of school children eat an inadequate break- 
fast.” Breakfast should be one of our best meals 
and should contain one fourth to one third of total 
calories and, especially, Vitamin C. The pattern for 
breakfast is set by the parents: mother must get u 
and prepare it and father must get himself and the 
children to the table with time to enjoy it. 


Persuasive Note 


Sometimes a friendly physician can lend a per- 
suasive note or strong word on behalf of an anxious 
parent who is unable to induce a rather defiant off- 
spring to get to bed earlier, eat breakfast or cut down 
on outside activities which interfere with proper 
study. Many of the fears of adolescents which harrass 
those of a sensitive nature have a real physical basis. 
Visual and hearing defects are frequently covered up. 
Acne may be misinterpreted as a disease of the 
blood. The adolescent has a real fear of inferiority 
or being called a weakling. Certain anxiety states 
and emotional disturbances may be caused by or aggra- 
vated by an unstable family situation. The family 
physician can sometimes help these troubled ones over 
the rough spots — if he deserves the confidence of 
the youth. 

Abnormalities in menstruation are usually brought 
to the attention of the physician promptly by the 
observant mother. However, we occasionally see the 
teenage girl who has not menstruated for several 
months due to the development of a tumor. Sur- 
prisingly so, the mother may not be cognizant of this 
aberration and the girl is reluctant to tell her in some 
cases because of the implications. 


Breast Development 


Abnormalities in breast development may be 
covered up by the sensitive teenager. Either early 
normal or abnormal breast development in both 
sexes can cause untold anxiety to the cancer-conscious 
parent. ' 

Before concluding I should like to mention one 
type of doctor care that the teenager needs perhaps 
more than any other and that is the dentist. The 
sudden spurt of growth which occurs between the 
ages of 12 and 15 requires much in the way of 
nutrition; not only in calories but in minerals and 
vitamins. Lack of proper intake of nutritious food, 
too much sweets, insufficient rest etc. cause the 
body to use up its own reserves. One of the first 
indications of this is the apparently sudden collapse 
of tooth structure. Lack of proper oral hygiene is an 
added factor in deterioration of the teeth. See that 
teenagers have dental supervision regularly and proper 
instruction in the care of their teeth. 


Personal Contact 


The physician who is to be effective in serving 
the teenager must be aware of the changes occuring 
at each stage of development and their relation to 

(Continued on Page 557) 
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A Short Outline on the Present Status of Multiple Myeloma 


FROM MIDLAND, Texas, CANCER CLINIC, KurT LEKISCH, M. D., EXECUTIVE OFFICER 


Multiple myeloma occurs twice as frequently in 
men as in women. In the greater majority of cases 
it occurs in patients over 40 years of age. 

The most characteristic symptom of multiple mye- 
loma, of course, is bone pain. The onset usually is 
gradual. Many patients complain of pain in several 
areas at the same time. 


Low back: 75 per cent. 

Rib cage: 58 per cent. 

Hips and legs: 42 per cent. 
Shoulders and arms: 33 per cent. 


All bone pain is made worse on coughing and 
sneezing. Pathological fractures occur most commonly 
in the form of compression fractures of one or more 
vertebrae. 

The neurological signs are direct involvement of 
nervous tissue by extension of myelomatous tissue 
from the neighboring bones, compression of nervous 
tissue or its vessels by collapsed vertebrae or periph- 
eral neuritis where no direct involvement of nerves 
or nerve roots can be demonstrated (perineuritis). 


Bone Marrow: There is no unanimous opinion 
regarding the origin of the myeloma cells but there 
is increasing adherence to the view that they are 
derived from the reticulum cells of the bone marrow. 
The immature plasma cells have a basophilic cyto- 
plasm. The eccentric nucleus has the chromatin 
arranged in clumps. A small number of plasma cells 
are commonly found in the peripheral blood. 


Renal Impairment: Renal impairment occurs in 
86 per cent. Severe involvement is known as ‘‘mye- 
loma kidney.’”’ Cast formation extends as high as the 
proximal convoluted tubules. Tubular damage (ob- 
struction) in return, leads to atrophy of the glomeruli. 
61 per cent reveal Bence-Jones protein. An especially 
severe form, “nonhypertensive uremia,” according to 
Snapper, runs a short course with severe anemia due 
to extensive bone marrow replacement. 

There is some reason to believe that both Bence- 
Jones protein and the abnormal serum globulin in 
multiple myeloma are synthesized by the myelo- 
ma cells. 


Abnormalities Of The Serum Protein: 
Electrophoretic separation reveals gamma globulin 
increased. Howe fractionation of the serum is sup- 
posed to reveal a pattern of serum globulin which 
differentiates multiple myeloma from such abnormali- 
ties as lupus erythematodes, Boeck’s sarcoid, SBE, 
liver cirrhosis, schistosomiasis, leprosy, lymphogranu- 
loma venerum and kala-azar. Differentiation is in 
the pseudo globulin and euglobulin fraction, both 
increased in multiple myeloma. Due to the changes 
in blood protein the sedimentation rate of RBC is 
high and roleau formation is common. In this con- 
nection the cryoglobulin should be mentioned. This 
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globulin is found very seldom and it precipitates at 
low temperature. It is also found in chronic arthritis, 
PA and SBE. The third anomaly of protein meta- 
bolism in multiple myeloma consists cf par amylo- 
dosis. Unexplained heart failure has been, in this 
disease, explained by amylodosis in the myocardium. 


X-Ray: Destructive lesions on X-Ray are noted 
in ribs, spine, skull, extremities and pelvis. There is 
a remarkable diffuse generalized demineralization. 
Probably the sternal marrow puncture should be 
replaced by iliac crest puncture due to the frequent 
deformities of the sternum following this svoniiaen. 
In contrast, there is remarkable callous formation 
due to the hypercalcemia. 


Calcium and Phosphorus: Calcium contents 
of serum is increased probably as a result of the rapid 
demineralization of the bones. Also hypercalcinuria 
is common. Inorganic phosphorus is normal except 
in the presence of uremia. 

Alkaline Phosphatase is usually normal in multiple 
myeloma. 


Uric Acid: The increased catabolism of the 
nucleo proteins derived from the nuclei of myeloma 
cells is evidently responsible for the elevated uric 
acid level. 


Pulmonary Involvement: This is very com- 
mon and recurrent. The reason is given due to the 
fact that the immature plasma cell is unable to form 
antibodies in contrast to the normal plasma cell which 
most likely is the site of the production of humeral 
antibodies. 

Common causes of death are cachexia, anemia, 
broncho pneumonia, and uremia. 

It should be borne in mind that the myeloma 
infiltration in the bone marrow may be patchy in 
nature, which in return, brings the following diseases 
as differential diagnostic possibilities, particularly 
when bone pain is absent. 


1. Skeletal metastases of carcinoma 

2. Postmenopausal and senile osteoporosis 
3. Hyperparathyroidism 

4 


5 


Unexplained anemia 


Lymphatic leukemia (Myeloma cells in periph- 
eral blood resemble lymphocytes) 


6. Giant cell tumors, bone sarcoma, Pott’s Disease, 
lipoid granuloma 


_ 


Albuminuria, chronic glomerulonephritis with or 
without uremia (Bence-Jones) 


8. Fever of unknown origin with anemia (hyper- 
nephroma, SBE) 


9. Back pain, osteomalacia (rare) 
(Continued on Page 549) 
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Amoebiasis signifies the invasion of human tissues 
by the protozoan parasite endamoeba histolytica. 

The best known manifestation of amoebiasis is 
the acute phase known as amoebic dysentery, char- 
acterized by diarrhea with blood and mucus, nausea 
and vomiting, fever, leucocytosis, weakness and pros- 
tration. This is the stage of the disease in which 
no one should have any difficulty in establishing a 
diagnosis. However, to limit one’s diagnosis of 
amoebiasis to this phase of the disease is as repre- 
hensible as to diagnose pulmonary tuberculosis only 
after it has reached the stage of the old fashioned 
consumption.” 


Second Phase 


The second phase of amoebiasis is the chronic, 
non-dysentery stage. Here there may be normal 
bowel habits, constipation, or diarrhea alternating 
with constipation. The most important manifestations 
are fatigue, depression, and malaise, combined with 
rather vague gastro-intestinal symptoms such as 
anorexia, nausea, gas, belching, abdominal distention 


. and pain, abdominal tenderness, particularly over the 


lower right quadrant. This latter manifestation fre- 
quently is mistaken for appendicitis. This was a 
very tragic mistake in the serious epidemic of amoebia- 
sis that occurred in Chicago during the World's Fair 
in the early thirties. Some of these cases died as a 
result of surgery based on this mistaken diagnosis. 


, 


Asymptomatic Carriers 


Thirdly, there are apparently asymptomatic car- 
riers who, in spite of their freedom from symptoms, 
are hazards to their contacts and are potential subjects 
for amoebic hepatitis and abscess. 

One example of this latter group was a 16 month 
old baby who was sent to me for treatment of 
amoebiasis after the diagnosis had been made by the 
pediatrician. Realizing that a child this young had 
little opportunity for extrahousehgld contacts, I had 
the parents and the two older children in the family 
examined for amoeba. The mother was found to be 
infested with endamoeba histolytica but had abso- 
lutely no symptoms of this that could be elicited. 
Another patient was a middle-aged male who had 
been having indefinite digestive symptoms for 
months; he was found to be carrying endamoeba 
histolytica. However, adequate treatment did not 
relieve any of his symptoms, indicating that the symp- 
toms were due to other causes, probably emotional, 
and not due to the amoeba. 


How To Diagnose 


How can we hope to diagnose these latter two 
types of amoebiasis? First, the physician must have 
a high index of suspicion in all cases presenting 
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Amoebiasis - Medical Aspects 
By FRANK C. GOLDING, M. D., EL Paso 








digestive complaints. Secondly, the physician must 
be assured that adequate and suitable specimens of 
bowel discharge reach the laboratory. Certain sub- 
stances, such as mineral oil, kaolin, barium or bis- 
muth, taken before stool specimens are collected, 
make them unsatisfactory for examination, and this 
circumstance should always be ruled out. 

The approved practice at present is to have the 
patient bring three normally passed stool specimens 
to the laboratory on consecutive days, followed by 
a liquid stool obtained after a brisk saline cathartic. 
This latter specimen should be examined promptly 
after being expelled by the patient, since in liquid 
specimens trophozoites are to be looked for, and 
these lose their motility soon after passing from the 
bowel. Finally, a sigmoidoscopic examination should 
be done. This may reveal amoebic ulcerations in the 
rectum or lower sigmoid, but more frequently there 
is mucus, usually blood-tinged, which can be aspirated 
for miscroscopic study, and this is positive for amoeba 
in a high percentage of cases previously undetected 
by repeated stool examinations. I might add that the 
method I use for preparing these patients for sigmoi- 
doscopic examination is to use warm water enemas 
repeated until they have two or three passages with- 
out any fecal material. It is possible that this stimu- 
lates peristalsis and brings the mucus to the lower 
colon from the cecal area, where amoebiasis occurs 
most frequently, because this mucus is often positive 
where the rectum and lower sigmoid are entirely 
healthy in appearance. 


Competent Technician 


Thirdly, one must have a competent trained medi- 
cal technician to examine the specimens of bowel 
discharge. False positive diagnoses of amoebiasis 
based on macrophages are fairly common, and we 
are convinced that there are many false negative 
diagnoses. One reason for this weakness is that in 
all but the larger medical centers, stool examinations 
are relatively few in comparison with the number of 
examinations of urine and blood, and the oppor- 
tunity of seeing adequate positive specimens is too 
limited. As a result, there are many otherwise com- 
petent technicians who are unqualified to perform 
adequate parasitology diagnosis. As an example of 
the difficulty in establishing this diagnosis, I would 
like to review one case of a young woman who had 
had diarrhea for several months. She had had two 
negative stool examinations before I had seen her. 
We had the above routine of three normally passed 
stools and one laxative specimen examined, all of 
which were negative, and it was only upon the second 
sigmoidoscopic study that we found amoeba in the 
aspirated mucus. This patient came back a year and 
a half later, with another attack of amoebiasis. Again, 
four stool examinations were negative, but the sig- 
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moidoscopic aspirate was positive. In other words, 
the physician has to work hard to establish this diag- 
nosis at times, and must not be satisfied with a 
negative report from the laboratory on one or two 
stool examinations. 


Diagnosis 


The diagnosis of amoebiasis can also be suggested 
by barium enema x-ray examination of the colon. 
The significant finding is coarsening of the mucosal 
pattern on the evacuation film. While this is a 
non-specific finding there is a high correlation be- 
tween this finding and the diagnosis of amoebiasis. 

Now, we come to the controversial problem of 
the treatment of amoebiasis. First, a bland, low- 
residue diet, excluding all alcohol, should be insti- 
tuted. Emetine hydrochloride given by hypodermic 
injection should be used in the treatment of intes- 
tinal amoebiasis only to control the symptoms of 
dysentery. This drug does not eradicate the infection. 
When given it should be done under carefully con- 
trolled circumstances. The patient should be at com- 
plete bed rest, with daily checks on pulse and blood 
pressure, and possibly electrocardiogram before each 
daily dose of emetine is given, and it should be 
discontinued as soon as the dysentery has been 
controlled. 


Usual Treatment 


The usual treatment for the intestinal phase of 
amoebiasis, however, consists of oral medications 
only. The first, and I believe, the most effective, of 
these is arsenic which is usually given in the forms 
of Carbarsone, Milibis, or both. Secondly, we use 
iodine preparations such as Diodoquin, Vioform or 
Chiniofon. Diodoquin is the one most commonly 
used. The conventional treatment of amoebiasis con- 
sists of one to three weeks of one or a combination 
of these drugs, frequently repeated after seven or 
ten day intervals. 


Entirely Inadequate 


In my opinion, this is entirely inadequate. First, 
we must consider the question, “are we able to 
actually cure amoebiasis?” I do not believe this ques- 
tion can be answered at this time, but if it is possible 
to do so, my experience has taught me that continuous 
treatment should be planned in units of months 
rather than weeks. One example to confirm this 
consisted of a young male whom I saw in July of 
1950, who had been living in Mexico most of his 
life. He gave a history of a recent attack of high 
fever, and when we examined him, he had an 
elevated diaphragm on the right side. Because of 
this, we ordered a stool examination, which was 
positive for endamoeba histolytica. He was treated 
continuously from 7-17-50 until we sigmoidoscoped 
him on 8-23-50. This sigmoidoscopic examination 
was done to rule out tumor, due to the fact that he 
had recently passed blood in his stools. In spite of 
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continuous treatment for over a month, his rectum 
and lower sigmoid still had numerous amoebic ulcer- 
ations. When sigmoidoscoped again 9-18-50, two 
months after treatment had been instituted, these 
ulcers were healed. This patient had no symptoms 
at any time of disturbed bowel habits, in spite of 
these ulcerations in his colon. Another case seen 
6-12-51 was a referral because of amoebiasis. This 
patient was treated continuously for a period of over 
ten weeks, when she went to a very famous clinic 
for another complaint. At this clinic they made com- 
plete examinations for evidence of amoebiasis, all of 
which were negative, and they advised her to dis- 
continue the treatment. In a little over a year this 
patient again returned with a positive diagnosis of 
amoebiasis, and after carrying out a more adequate 
course of treatment, she has had no recurrence. 


Several Cases 


There have been several cases that consulted me 
after having been diagnosed as having amoebiasis by 
other physicians and treated from one to three weeks. 
These patients had been discharged as “cured” by 
their physicians. Some of these have asked me to 
continue the treatment as they felt that they were not 
cured, and have had relief of symptcms with further 
treatment. Others were treated further by me on my 
own initiative on the basis of symptoms still being 
present, and these were improved. 

If a cure cannot be established in all cases of 
amoebiasis, it seems reasonable that intermittent 
treatment should be continued to maintain the pa- 
tient in a relatively quiescent stage. The following 
is an outline of the treatment which we use on the 
average case for the intestinal phase of amoebiasis; 


Carbarsone — gr. 33, t. i. d. pc — one week 
Diodoquin — gr. 10 t. i. d. pc — ten days 
Milibis — gram 0.5 t. i. d. pc — one week 
Diodoquin — gr. 10 t. i. d. pc — ten days 


This is repeated twice without interruption. This 
is then repeated twice again, with rest periods be- 
tween each change in medication. One of these five 
week courses is then advised twice a year for two 
years, and then once a year thereafter, unless symp- 
toms recur. 

If there are localized lesions in the rectum, Vio- 
form ointment locally has been used two or three 
times daily. Other forms of local rectal treatment 
that have been recommended are 6 gm. Chiniofon 
dissolved in 300 cc. of warm water as a retention 
enema for seven to eight days; Carbarsone, 2 gm. 
dissolved in 200 cc. of two per cent sodium bicar- 
bonate solution as retention enema for five nights. 


Hepatic Phase 


Finally, treatment of the hepatic phase of amoebia- 
sis must be considered. Even in asymptomatic cases, 
there is strong presumption that some amoebic organ- 
isms reach the liver. Therefore, a course of treatment 
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for the hepatic phase should be given, specially as 
we now have the relatively non-toxic drug Chloro- 
quine (Aralen) for this purpose. The dosage of 
Aralen is four .25 gm. tablets daily for two days, 
then two tablets daily for three weeks. The usual 
custom is to start the Chloroquine at the onset of the 
amoebic treatment. I also do this if there are any 
signs of hepatic involvement at the time of the 
original examination, but otherwise I prefer to wait 
until six or seven weeks of the intestinal treatment 
has been completed, and then I give this along with 
the intestinal medication. In this way there is less 
opportunity for re-infection of the liver after the 
Aralen has been discontinued. 


Antibiotics Condemned 


The use of antibiotics such as Aureomycin, Ter- 
ramycin, Bacitracin, Neomycin, and Chloromycetin in 
the routine treatment of amoebiasis is mentioned only 
to be condemned. First, the more conventional medi- 
cations are equally, if not more, effective; secondly, 
the complications of these drugs are frequent and 
dangerous and can be even fatal; thirdly, there is the 
tisk of establishing an idiosyncrasy to these drugs; 
thereby depriving the patient in the future of their 
use in other, perhaps more serious, diseases in which 
there is no alternative treatment. These drugs are of 
great value in the treatment of patients who are 


‘unable to tolerate arsenic or iodine preparations, or 


when the amoebiasis is associated with other infec- 
tions such as bacillary dysentery in which these drugs 
are specific. The one exception to this objection to 
the use of antibiotics is Fumagillin. This is an anti- 
biotic that apparently has little use except*in the 
treatment of amoebiasis. The dose is two 10 mg. 
capsules t.i.d. for two weeks. This has been «com- 
plicated in some cases by nausea and vomiting, which 
makes it necessary to discontinue the medication. 


, 


Atabrin 


For completeness it should be mentioned that 
Atabrin has also been used in the treatment of the 
intestinal phase of amoebiasis. 

There recently have been reports of a new anti- 
amoeba medication Camoform being prepared by 
Parke-Davis and Co., but it is not, available locally 
at this time. This, similar to Chloroquine, is another 
anti-malarial drug and contains no arsenic or iodine 
and probably will fill a very important place in the 
future treatment of amoebiasis. On the two reports 
that I have available, the first“) shows 85 per cent 
apparent cures after seven days of treatment. The 
second (2) report showed 100 per cent apparent cures 
but in these cases the treatment was continued in all 
cases until evidence of the disease had been eradi- 
cated, and in one case the treatment was prolonged 
for 25 days. This seems to confirm my opinion as 
expressed above that more prolonged treatment for 
amoebiasis is necessary. 


Controversial Subject 
Another controversial subject in amoebiasis is the 
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question of the so-called non-pathogenic amoeba — 
endamoeba coli, endolimax nana, iodamoeba Butschlii 
and dientamoeba fragilis. In studies made at the 
University of Pennsylvania ‘) they made a five year 
study of over 400 patients showing amoeba. They 
made no distinction between the histolytica and the 
so-called non-pathogenic amoeba. They treated these 
patients with Carbarsone for ten days and 44 per 
cent showed improvement of their digestive com- 
plaints. To avoid the criticism that the improvement 
might be due to the non-specific tonic effect of 
arsenic, some patients were treated with solution of 
potassium arsenite in therapeutic doses, none of 
which showed any improvement in their symptoms. 
In addition, 28 patients in which the diagnosis of 
amoebiasis had not been established, were treated 
with Carbarsone and only four showed symptomatic 
relief. This raises the question, were these patients 
actually infested with amoeba which were not de- 
tected by examination? Rankin, Bargen and Buie, in 
their book “Colon, Rectum and Anus’’’‘) stated that 
amoeba coli and nana should be considered patho- 
genic, when found in patients with gastro-intestinal 
symptoms. With this much evidence, I think it is 
safer to treat patients who have the so-called non- 
pathogenic amoeba rather than to ignore them. 
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A Short Outline on the Present.... 
(Continued From Page 546) 

10. Hepatosplenomagley (lymphoma, Hodgkin's), 
important as these organs are enlarged by infil- 
tration of myeloma cells in about one third 
of cases. 


Treatment of Multiple Myeloma 


1. Urethane: Reduction in myeloma cells in bone 
marrow, decrease in abnormal serum globulin. 

2. Radiotherapy: Palliative treatment of localized 
plasmacytoma causing pain or exerting pressure 
on adjacent structures. 

3. ACTH and Cortisone: Thorn reported that 
ACTH had favorable influence on the course of 
this disease with fever depressed and periods of 
apparent well being. 

4. Nitrogen Mustard: Found to be of little value. 

5. Hydroxy-Stilbamidine: It is known that this 
drug and other diamidines are capable of precipi- 
tating nucleic acid which represents an effect upon 
the disease although nonpermanent. 

6. Antibiotics, Blood, General Support. 
Multiple myeloma has remained a universally fatal 

disease, and the average period of survival is 20 

months, 
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Clinical Note On Amoebiasis In The Southwestern United States 


By JosePH B. RappIN, M. D., PHOENIX 


In my private practice clinical diagnosis of 
amoebiasis is frequently made without laboratory 
confirmation. Response of these ill men and women 
to specific anti-amebic therapy has of necessity been 
accepted as confirmation of the tenative diagnosis. 

In acute flareups of the disease, when emetine 
HCI in one-half grain dosage daily intramuscularly 
for several days results in prompt relief of symptoms, 
the diagnosis seems highly probable. It should be 
given in the buttocks as local induration uccurs at 
other sites. For chronic colon and gastro-intestinal- 
liver symptoms, good symptomatic improvement fol- 
lowing therapy with Carbarsone, Diodoquin, Milibis 
and Fumidil supports, in my experience, the diag- 
nosis of amebic colitis. Aralen is apparently the only 
drug, other than emetine, effective for systemic 
amebiasis such as involvement of the liver, lungs, 
skin, upper respiratory tract, brain, urinary tract, 
vaginitis and certain bone and joint changes. 


Diagnosis 


Diagnosis is for practical therapeutic purposes 
highly probable when palpation of any portion of 
the colon is painful. The caecum is usually the most 
sensitive region. Protoscopic examination is regularly 
confirmatory. Sigmoidoscopy is helpful. Stool exami- 
nations are infrequently positive and a negative report 
is meaningless. Specific therapy is less nuisance, less 
expensive, harmless and with experience, regularly 
successful, both as a cure and as a diagnostic proce- 
dure. Barium enema examination is not helpful. 


Systemic Involvement is Common 


Amebic colitis involving the caecum regularly 
causes symptoms resembling appendicitis. I have 
palpated lesions of the colon not demonstrated by 
barium enema which disappeared following anti- 
amebic medication. 

Amebic hepatitis is commonly associated with 
cholecystitis but in the absence of calculi and with 
poor response to antibiotics, the possibility of amebic 
cholecystitis must be evaluated. 

Gastro-intestinal tract symptoms may mimic many 
organic lesions. I have as patients a man and a 
woman whose symptoms were not relieved by gastrec- 
tomy but responded promptly to anti-amebic medica- 
tion. Many have been treated for ‘‘gastritis,” nervous 
indigestion and a host of other named disorders 
without benefit prior to the diagnosis of amebiasis. 
There is a marked tendency to spontaneous flareups 
and remission of symptoms. 
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Invasion of Lungs 


Amebic invasion of the lungs is known but diag- 
nosis by X-ray is impossible. Upper respiratory tract 
involvement simulates nasal infections, bronchitis and 
bronchiectasis with purulent discharges which do not 
respond to antibiotic therapy. Response to Aralen 
and emetine is apparently diagnostic in these cases. 

Since it is a fact that amebic brain abscess do 
occur, there is no reason to deny the possibility of 
psychosis, psychoneurosis and central nervous system 
syndromes being caused by amebic infestation. These 
conditions may not be as rare as commonly supposed 
as they cause much chronic illness. Specific therapy 
should be considered in chronic cases resistant to con- 
ventional treatment. 


No Diagnosis 


Urinary tract symptoms for which no diagnosis 
can be made after thorough urological investigation 
is fairly common in my practice. Amebic cystitis and 
urethritis have responded promptly to specific anti- 
amebic medication. 

Amebic vaginitis is uncommon but the diagnosis 
has been made and apparently confirmed in several 
women based on response to therapy. 

Chronic bone and joint lesions demonstrable by 


X-ray accompanying systemic amoebiasis have been. 


encountered and the pain relieved by anti-amebic 
medication. 

Several unusual and undiagnosed skin lesions, 
some suggestive of lupus erythematosus, have inci- 
dentally cleared during therapy with Aralen and 
emetine. 


Discussion 


It seems that amebiasis is highly prevalent in 
southwestern United States and should be considered 
a public health problem. Systemic infestation causing 
many bizarre symptom complexes is apparently pos- 
sible. Diagnosis of colon disease as revealed by stool 
examination is rarely positive. Diagnosis of systemic 
amebiasis is not possible by any laboratory procedure 
known to me. Amebic colitis invariably is the pri- 
mary lesion and precedes and accompanies systemic 
infestations. Positive response to specific anti-amebic 
medication is the only presently known confirmation 
of the diagnosis. Common surgical errors are appen- 
dicitis and cholecystitis. Lung, brain, dermatological, 
urinary tract and orthopedic diagnostic possibilities 
are suggested. 


SOUTHWESTERN MEDICINE 








> _ en fA 


8 





MONTHLY CLINICAL PATHOLOGICAL CONFERENCE 


“EL PASO GENERAL HOSPITAL 





SEPTEMBER 15, 1955 


FREDERICK P. BORNSTEIN, M. D., Epiror — Case No. A-505 
PRESENTATION OF CASE BY Dr. JAMES L. MCNEIL 


History — Dr. Nathan Kleban: 


This three year old white girl from Las Cruces, 
N. M., was admitted to El Paso General Hospital 
for the first time on July 21, 1955, with an illness 
of 10 days duration. After experiencing chills and 
fever for five days the child was taken to a doctor 
who prescribed a red liquid medicine. Frontal head- 
ache, photophobia, and slight weakness of the right 
leg developed. On the day of admission, a physician 
noted a stiff neck and straight back. Examination of 
the cerebrospinal fluid at another hospital yielded 
these results: 104 WBC/cu.m.m., 100 per cent lym- 
phocytes, protein 102 mg. per cent, chloride 410 mg. 
per cent. Slight difficulty in swallowing was ob- 
served. The patient was referred to this hospital. 

There were neither respiratory nor gastro-intestinal 
symptoms with the illness. Past, environmental, and 
family history was not recorded. 


Physical Examination 


T. 99.8 (R). P. 120 irregular (type not recorded). 
R. 32 regular. The patient was a well developed 
three year old girl, acutely ill and cooperative. Posi- 
tive findings were: a bloody crust in the nostrils; 
a grade II blowing systolic murmur heard at all valve 
areas, loudest in the third intercostal space to the left 
of the sternum with a thrill felt in the second and third 
left intercostal spaces; there were resistance and pain 
on attempted neck flexion with a positive Kernig and 
Brudzinski sign; she was unable to stand unaided 
but was able to move all extremities; the superficial 
abdominal and brachioradialis were the only reflexes 
elicited; the gag reflex was weak and swallowing 


difficult. 


Hospital Course 


The patient was given aspirin and oxygen by nasal 
catheter. On the first hospital day Combiotic 1.0 cc. 
daily was started; she was able to take a regular diet, 
moved all extremities well; T. was 100; bilateral 
Babinskis were thought to be present. T. went to 
102 on the second day; early she ate well but later 
vomited and appeared drowsy. The patient was rest- 
less but drowsy on the third day; without oxygen 
she became cyanotic; T. went to 101; eyes, head, 
and body were said to ‘move to the right,”” and she 
seemed to have trouble focusing her eyes; it was 
necessary to suction her pharynx; later in the day 
she was able to eat, but again became drowsy. After 
an enema was given, there were three liquid stools. 
Chills and T. elevation to 106 occurred on the fourth 
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day. There was a green liquid stool. Drowsiness 
progressed to stupor, then to coma. There was emesis 
and a question of aspiration of vomitus. The pharynx 
was suctioned for pooled secretions. Dullness and 
equivocal rales were detected in the right lower chest. 
Cyanosis appeared despite oxygen. The patient was 
placed in a tank respirator. Alevaire mist was used 
with the oxygen. Tetracyn 250 mg. and Chloromy- 
cetin 1.0 gm. were given i.m. A clysis of 200 ‘cc. of 
Lactate-Ringer’s, 400 cc. of 5 per cent glucose, and 
200 cc. of Darrow’s solution were given. Absence of 
vital signs was noted while the patient was in the 
respirator, 96 hours after admission. 


X-Ray 

July 25, 1955: Portable chest film: “Radiographic 
examination of the chest reveals a 
consolidation of the right upper lobe 
consistent with pneumonitis. Tuber- 
culosis must be excluded.”’ 


Laboratory 


July 21, 1955: Hb. 11.0 gms., RBC 3.05, WBC 
13,700, Segs 75, Stabs 6, Lymphs 19. 
Urine: Yellow cloudy, alkaline, 1.013, 
albumen and sugar negative. 


X-Ray Discussion 
Dr. Charles C. MeVaugh: 


Radiographic examination of the chest reveals an 
infiltration in the right upper lobe. This is not an 
unusual finding in children in this hospital. Most 
of these turn out to be tuberculosis; however, this is 
compatible with any pneumonitis from any cause, 
fungus infection or — The heart size I 
think is exaggerated by the elevation of the dia- 
phragm and by the fact that the patient here pictured 
was taken in the AP view at a short distance. In a 
child this age, the heart size and contour vary greatly 
and I believe they're within normal limits here. In 
the lateral view there also appears to be some heavier 
infiltration in the posterior lobe. The abdomen shows 
a markedly distended stomach and pylorus, and a 
marked amount of gas throughout the large and 
small bowel. These changes are merely in keeping 
with a dynamic or paralytic type ileus. I see nothing 
in the visible portion of the abdomen here to indicate 
that there is any peritonitis or bowel obstruction. 

So, in conclusion, there is a definite pneumonitis 
of the right upper lobe which may be associated with 
some atelectasis. There are changes in the left lobe 
posteriorly of pneumonitis. As a first diagnosis, I 


cc 
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would consider tuberculosis in view of the distribu- 
tion of the lesions, but it may be a pyogenic or 
fungus infection. 


Differential Diagnosis 
Dr. James L. MeNeil: 

This is a case of a child, three years old, with an 
acute and fatal illness of approximately two weeks 
duration, onset with chills and fever followed by 
headache, photophobia, muscle weakness, possible 
paralysis and evidence of meningeal irritation. The 
physical examination revealed an acutely ill child 
with a heart murmur and thrill, bloody nasal crusts, 
a stiff neck, positive Kernig and Brudzinski signs, 
questionable Babinski, weakness of the leg and palate 
and absence of some of the deep reflexes. While in 
the hospital she developed a diplopia, pharyngeal 
mucous, restlessness, drowsiness, stupor and then 
coma. On the final day she was cyanotic and rales 
were heard in her chest. From the laboratory we 
find that she had a leucocytosis with a left shift, a 
normal urine, and X-ray diagnosis of probable 
tuberculosis, at least a right upper lobe pneumonitis, 
an abnormal sninal fluid with 104 white cells, all 
lymphocytes, 102 mg. per cent protein and 410 mg. 
per cent chloride. The cbvious first question is 
“where is the sugar?” This spinal tap was done in 
another hospital before the child was referred here 
and the comment was made ‘‘sugar was not done due 
to a laboratory error.” 


Nervous Infections 


This will primarily have to be a discussion of 
central nervous system infections which may termi- 
nate fatally. First, I think we should dispose of the 
heart murmur. There was a murmur and there was 
a thrill. The murmur was systolic, blowing, widely 
transmitted, most intense in the third left intercostal 
space and the thrill was felt in the second and third 
intercostal space. There is no history that suggests 
heart disease and apparently, from the PA view of 
the chest, this is probably a normal contour heart. 
I think this is an interventricular septal defect and 
probably is of no significance in this particular case. 

The admitting diagnosis was poliomyelitis and I 
think probably it was reasonable at the time in view 
of the febrile illness which was followed by stiff 
neck. lymphocytes in the spinal fluid, swallowing 
difficulty, leg paralysis, absence of the deep tendon 
reflexes and all of this occurring at the time of the 
peak of the poliomyelitis season. We would like to 
know, of course, if there was a head drop, if there 
was a tripod position, and I think it’s really important 
to ask if this is a true paralysis. 


Protocol 


It’s a little bit confusing in the protocol. She had 
trouble swallowing, but after the pharynx was suc- 
tioned, she was able to eat. In the referral note from 
the previous hospital the statement was made that 
no extremity was completely paralyzed and, in the 
hospital course, they make the statement that she 
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moved all extremities well. The tendon reflexes 
were not obtained. They are sometimes difficult to 
obtain but certainly this doesn’t suggest the usual type 
of flaccid paralysis that you see with poliomyelitis. 
I think the spinal fluid protein is probably higher 
than you'd expect. It may go up later on in polio- 
myelitis, but considering the time that it was ena, 
I think probably 102 mg. per cent is higher than 
you would ordinarily expect. Sugar determination, of 
course, would be helpful, but we don’t have it. 
Apparently no bacteria were seen; we have no evi- 
dence of a search for them, so we don’t know whether 
there were any bacteria in the spinal fluid or not. 
The lumbar puncture was not repeated here, inasmuch 
as it was probably thought that the diagnosis was 
reasonably well established. In retrospect, it is un- 
fortunate for I think it might have been diagnostic. 
A lumbar puncture was scheduled for the 26th of 
July and of course the child died on the 25th of 
July. Therefore, I do not feel that poliomyelitis is 
a very likely diagnosis in this child, although that 
was the admitting diagnosis. 


Choriomeningitis 


A lymphocytic choriomeningitis may be encephal- 
omyelitic in type with various types of neurological 
changes and it may be fatal. However, it usually 
occurs in the winter; it is usually in an older age 
group and usually produces an interstitial pneumonia 
in place of the lobar type pneumonia; and, of course, 
it should have a normal chloride and sugar in the 
spinal fluid — yet we have a definitely decreased 
chloride. 

The other viral encephalitides should be men- 
tioned. Again I think there’s very little evidence of 
those and most of them have a normal chloride in 
the spinal fluid, whereas here we have a definitely 
decreased chloride. 

An aseptic or serous type meningitis could be 
considered. Leptospirosis may occasionally occur in 
a more or less pure meningeal form without urinary 
findings and without jaundice and may have sudden 
onset with headache, photophobia and muscle pain 
severe enough to prevent movement. Usually the 
meningeal signs are less prominent and the cerebro- 
spinal fluid chemistries are normal or only slightly 
elevated. 


Vascular Accident 


I think a vascular accident is unlikely. First, there 
is no history of trauma, and spontaneous bleeding is 
rare in children. A subarachnoid hemorrhage, which 
is the one that may mimic a meningitis, ordinarily 
could be diagnosed by a bloody spinal fluid which 
we did not have. 

I think we should consider brain abscess. The 
neurological manifestations of a brain abscess will 
vary, of course, with its degree and extent. Ordinarily 
they are not hematogenous in origin but they may 
be metastatic or embolic and particularly from some 
pulmonary infection. And again, they are particularly 
apt to occur when there is an interventricular septal 
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defect. A submeningeal abscess could produce a 
serous type meningitis with an increased protein and 
lymphocytic pleocytosis in the spinal fluid. The 
terminal febrile exacerbation is not apparent in the 
protocol but her temperature had run about 100 to 
101 until the last day when it ‘shot up to 106. It 
could have represented the rupture of an abscess into 
the meninges as part of the terminal episode. Usually, 
however, there is a longer interval between an initial 
illness and the final stage. I think it is interesting 
in this particular case, inasmuch as we probably did 
have an interventricular septal defect and we defi- 
nitely know we had a pneumonitis. 


Pulmonary Tuberculosis 


To me, certainly, the most likely diagnosis is 
pulmonary tuberculosis and tuberculous meningitis. 
First of all, we have an X-ray which strongly suggests 
tuberculosis. The clinical course is entirely consistent 
with an untreated tuberculous meningitis which usual- 
ly runs a course of about three weeks. The initial or 
prodromal phase of irritation is pretty hard to date, 
and on careful questioning this child’s illness may 
have been slightly longer than two weeks, although 
two weeks is entirely possible with untreated tubercu- 
lous meningitis. The transitional stage of meningeal 
irritation and the terminal stage of paralysis and 
coma which occur in tuberculous meningitis are con- 
sistent with this child’s illness. Of course, there is 
no sharp line between these various stages. Ordina- 
rily you’d expect hyperactive reflexes in the transi- 
tional stage, whereas here we had no reflexes; but 
you may have an absence of reflexes in the terminal 
stage and this was a pretty rapidly progressive disease. 


Eye Signs Common 


Eye signs are pretty common with tuberculous 
meningitis, and certainly we had photophobia and 
diplopia and the stated trouble in focusing vision 
mentioned in the protocol. The cerebro-spinal fluid 
sugar would have again been helpful and if done on 
the initial tap may have saved a lot of confusion. It is 
unfortunate that a repeat tap was not done here and 
that a real effort was not made to identify acidfast 
organisms. We do have a finding of decreased spinal 
fluid chloride, which is a fairly constant finding in 
tuberculous meningitis and usually a pretty good 
point of differentiation from the other types of viral 
encephalitidies. Tuberculous meningitis is frequently 
the primary manifestation of tuberculous infection in 
children. It is not the primary infection. Usually it 
comes as a result of spread from an older caseous 
lesion either in the bone or an old tuberculoma or 
possibly a miliary tubercle. A good fundoscopic 
examination of a child like this may have established 
the diagnosis if she had had miliary tubercles in her 
fundi. A positive skin test would have been sup- 
portive evidence, but in a child with this type of 
rapidly fatal illness it still may have been negative. 
Cultures and animal inoculations, of course, would 
have come too late to have been helpful. 
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Fungal Meningitidies 


Before dismissing tuberculosis, of course, we 
should consider the fungal meningitidies, particularly 
coccidiomycosis. Coccidiomycosis is endemic in this 
area and the clinical history, signs and symptoms are 
frequently identical with those of tuberculosis and 
tuberculous meningitis. It is frequently impossible to 
differentiate the two except by means of skin tests, 
cultures, complement fixation, biopsy or autopsy. 
None of these findings do we have except the 
autopsy, which we'll hear from shortly. So in this 
case I don’t see that there is sufficient evidence to 
differentiate between coccidiomycosis and _tubercu- 
losis. I think from the statistical standpoint the most 
likely diagnosis is pulmonary tuberculosis, tuberculous 
meningitis and an incidental anatomical diagnosis of 
interventricular septal defect. 


Dr. Edward J. Stern: 


I think the most likely diagnosis is pulmonary 
tuberculosis with tuberculous meningitis. If the case 
has run long enough, you can usually demonstrate 
miliary tuberculosis of the lung. That in itself may 
be enough to clinch the diagnosis, even though one 
is unable to recover acidfast organisms from the 
spinal fluid. There are a couple of points that might 
be mentioned here in passing. The roentgen picture 
does not remind one of the putrid lung abscess, and 
yet a metastatic brain abscess in the left parietal 
region from a putrid lung abscess of the right upper 
lobe might be considered. The roentgen film does 
not suggest very much in the way of congenital heart 
disease but the clinical findings might suggest either 
a patent ductus or as was mentioned a patent inter- 
ventricular septum and acute bacterial endocarditis 
which, superimposed on the patent septum or the 
patent ductus, could infect from it both the lung and 
the brain at the same time and without difficulty. 
I say in this connection, acute bacterial endocarditis 
or acute endarteritis of the ductus because the violent 
temperature fluctuations would not be those of a 
relatively bland streptococcus. 

So, to recapitulate, I think that the diagnosis 
initially offered is probably the correct one, pulmo- 
nary tuberculosis with miliary spread to the meninges. 
I mentioned the other two, one is a rarity, a con- 
genital cardiac lesion infected with a virulent organ- 
ism with spread to lung and brain and the other a 
putrid lung abscess in the early stages with a metasta- 
sis to the left parietal lobe. 


Dr. Jack C. Postlewaite: 


The thing which I think deserves a real comment 
is the problem of therapy, and I believe that we can 
all see that therapy involved in this case was really 
beside itself. Obviously the diagnosis wasn’t known; 
thus, the therapy followed the thinking of the errone- 
ous, or at least inconclusive diagnosis. Practically 
all of the antibiotics have been used here and for- 
tunately combiotic and streptomycin, which were 
perhaps of some value if this was tuberculosis. Here, 
as in the literature, however, one is aware of greater 
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problems in antibiotics than those of our individual 
short term cases. Pediatricians are bringing it to our 
attention much more than those who treat adult 
patients. We've seen complications, the surgeons are 
seeing them, and I'd like to point out a few. One 
author divided antibiotics into group one and group 
two. Group one antibiotics represent the penicillin 
streptomycin combination, the sulfa drugs and per- 
haps Ilotycin. Group two antibiotic series are the 
tetracyclines. Now all antibiotics within group one 
may assist in handling the case, both in vivo and 
in vitro. 


Used in Combinations 


They may be used in combinations. All the tetra- 
cyclines are almost mutually exclusive. Group one 
and group two may be used in particular combina- 
tions and may save embarrassment when you have 
resistance occurring in organisms. I'll give an ex- 
ample. Carbomycin and magnomycin are direct oppo- 
sites. Antibiotic combination such as penicillin and 
streptomycin are complementary and they are thus 
put out by the drug houses because they're comple- 
mentary and work apparently in this form. But if we 
use penicillin and streptomycin plus chloromycetin, 
there is some reason to believe that drug resistance 
occurs more quickly and that the situation may turn 
the tide against the patient by virtue of this peculiar 
idiosyncrasy of the antibiotic. Now the complications 
of antibiotic therapy must be kept in mind. The 
pediatricians have informed us in their literature of 
superinfections. Apparently the use of antibiotics in 
measles and some other virus infections have created 
ear infections and pneumonia because of antibiotic 
use in debilitating disease. 


Drug Resistant 


Then the patients may come up with a pneumonia 
which is drug resistant. In addition to superinfection, 
drug resistance may occur: our tuberculosis group is 
outstanding in this field. The third adverse pos- 
sibility is the fact that you may be using the wrong 
drug, and therefore the early identification of the 
organism and the sensitivity tests are worthwhile. 
It’s true that we cannot take the laboratory examina- 
tion and the sensitivity tests per se as the gospel 
truth. You may have to seek some antibiotic com- 
binations that seem improbable because they're re- 
sistant in the laboratory but work very well in people. 
The final remarks are the complications that we're 
meeting in regard to reactions in the human body. 
The sulfas have been notoriously bad with regard to 
the hemopoietic system. A final remark is that if 
antibiotic therapy is carried five days and is ineffec- 
tive, one ought to look further — “‘we’ve made a 
mistake.” Either the bacteriology is wrong, we're 
dealing with a violent infection or we have an anti- 
biotic that is completely ineffective and we should 
switch antibiotics. It’s true that if you're getting 
response, you should get it in five days. 


Dr. Ira A. Budwig: 
I saw the patient on the first or second day, and 
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I also saw her on the ninth at exitus, and we actually 
did think she had poliomyelitis when she first came 
in. She had a stiff neck, stiff back, and she seemed 
to be recovering. She had five or six days of elevated 
temperature and then the temperature came down. 
The spinal fluid went with poliomyelitis. She had 
an elevated protein and we actually did think she 
was a poliomyelitis case. Now I didn’t see this case 
again until the intern called me and said that she 
had suddenly gone bad. It was the truth, she just 
had suddenly gone bad. And I said, “Well, I better 
come down, it doesn’t sound like a poliomyelitis 
because they don’t suddenly go bad about the eighth 
or ninth day when the temperature is coming down.” 


Tracheotomy Suggested 


He wanted to know about doing a tracheotomy 
and he had her in the respirator. When I got there 
and took a look at her, we immediately knew that 
this was not a poliomyelitis case. This was not a child 
going through respiratory weakness from muscles, 
not a bulbar polio, nor the type of case you see some- 
times in a child who has leg paralysis, nor what we 
call an ascending Landry’s type of paralysis in polio- 
myelitis. In Landry's type the arms, the deltoids and 
then the diaphragm go out and then you get the 
respiratory weakness and you have to put them in a 
respirator and often do a tracheotomy as it goes fur- 
ther and they lose the swallow reflex and gag reflex. 
At that time we made the diagnosis that was sug- 
gested by Dr. McNeil. We made a diagnosis of 
tuberculous meningitis, too late I agree, and ordered 
TB routine and decided that a tracheotomy wasn’t 
going to help this child at all. So it’s easy sometimes 
to make a review of a chart when you know how 
the child did in the course of the four days. I’m not 
saying we probably weren't a little negligent. 


Skin Test 


On every respiratory case that comes in to Pedi- 
atrics or Contagious, we usually do a skin test for 
tuberculosis. Well, this case didn’t seem to have any 
respiratory complications so we did not do it. We 
do as few spinals as possible on any type of encephali- 
tis or meningitis. On a case of acute meningitis, at 
least this is the way I’ve been taught, one spinal is 
done at the beginning of the disease. If the child is 
progressing well, we never do another. We don't 
do one on the tenth day when the child has been 
afebrile for a week or so to see if it’s better. If it’s 
better, there’s no use subjecting the child to another 
spinal. If the outside doctor sends in the child with 
the diagnosis, we usually take his word for it. If the 
patient has the clinical signs of that disease, then we 
don’t do another one. If it’s a case of meningitis we 
might, if they haven’t done a culture. Unfortunately 
most of our meningitis cases have had therapy and 
therefore most of our cultures do not grow anything. 
So I think in the first two days the course of this 
child was fairly typical of poliomyelitis and then she 
suddenly got worse and we realized that this was 
not poliomyelitis but another disease. 
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Dr. Saul B. Appel: 


I would just like to make one remark about 
Dr. Budwig’s statement and I think it’s true in that 
most of the patients coming in with an infectious 
process have received some antibiotics. We noted 
back at Bellevue, at the time when antibiotics became 
popular that when a patient was admitted with 
empyema or meningitis, it became impossible to 
isolate and culture pathogenic organisms from the 
fluids. We were able to stain and find bacteria by 
direct smear. Sometimes the morphology of the bac- 
teria was not too typical but we were able to demon- 
strate pneumococci with this method, although they 
could not be cultured. They were dead but they were 
still there to see. I therefore think it would be a 
good idea in the case of meningitis to make a direct 
smear for pathogenic organisms. 


Dr. Edward J. Stern: 


I wonder if it would not be advisable as a matter 
of general policy to repeat a crucial test, even if it 
has been done on the outside, as soon as the patient 
comes to the hospital here. For instance, I recall 
three instances of meningococcus meningitis in which 
the first smear was negative and the repeat positive. 


Clinical Diagnosis: 
Tuberculous ‘meningitis. 


Dr. James L. MeNeil’s Diagnosis: 
Tuberculous meningitis. 


Anatomical Diagnosis: 


1, Primary caseous tuberculosis of right upper lobe. 
2. Tuberculous meningitis. ’ 


Pathological Discussion: 


Dr. F. P. Bornstein: 

We come now to the somewhat anti-climactic 
autopsy findings. The heart was entirely normal. 
The right pleural cavity was obliterated. In the right 
lung (Fig. 1) there was a sharply demarcated caseat- 
ing lesion which measured about three cm. in greatest 
diameter. This lesion was obviously tuberculosis. 

In trying to understand the pathological anatomy 
of tuberculosis, I believe that we are still best served 
by the classification of Albrecht, namely the three 
stages: 


1. Primary complex (Ghon tubercle). 
2. Secondary miliary dissemination. 
3. Isolated tuberculosis of organs of the 


adult type. 


What we see in this picture is a primary stage which 
used to be present in nearly 100 per cent of the 
population in the first few years of life. This stage 
usually ends up with calcification and healing. In 
those few cases where this encapsulation does not 
occur, the disease will progress with the inexorability 
of a Greek tragedy. The caseating focus will break 
down, dissemination through the body will occur 
affecting such organs as the spleen and the liver, and 
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Figure I 


finally a tuberculous meningitis will develop as was 
found in this infant. 


Typical Picture 

You have seen here, then, the typical picture of 
tuberculous meningitis in children, which is some- 
what different from the picture you encounter in the 
adult type, where you cither see a diffuse miliary dis- 
semination or isolated large tuberculomas which pro- 
duce a clinical picture similar to a brain tumor. 

The problem of tuberculous meningitis as seen in 
this hospital deserves some further discussion. Of 
the 500 autopsies that were done in this hospital 
in the last three years, there were 30 cases where death 
was due to an infectious disease of the central nervous 
system. Fourteen of these were cases of tuberculous 
meningitis, by far the largest group, larger than either 
poliomyelitis or epidemic meningitis. 

We chose this case, therefore, to impress upon you 
the great importance of this disease which, in spite 
of the antibiotics, represents a serious problem in 
the community. 


Dr. Ira A. Budwig: 


As a final remark, I would like to point out, and 
I think this case is a good example, that not all 
children who are admitted to the hospital with fever 
and neurological symptoms suffer from poliomyelitis. 
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Breast Cancer and Childhood Fractures-Two Reviews 
By JAcK C, PosTLEWAITE, M. D., Et Paso 


BREAST CANCER AND ITS DIAGNOSIS 
AND TREATMENT 


By Epwarp F. Lewison, D. S., M.D., F. A.C. S., 


Williams & Wilkins Company — Baltimore 
1955 — $15 


Scholarly contributors have analyzed the literature 
and presented a great personal experience under the 
title of “Breast Cancer.’ Historical information, sur- 
gical anatomy, breast physiology and experimental 
work are presented with a clinical, diagnostic and 
therapeutic analysis. A comparable review in. every 
field of cancer would make the practioner’s library 
worthwhile and help standardize the therapy of the 
second greatest problem of ageing and mortality. The 
relationship between benign breast disease and cancer 
is evaluated. An excellent chapter is found dealing 
with the psychological influence of breast cancer as 
related to diagnosis, hospitalization, radical surgery 
and the terminal pain problem. Diagramatic tech- 
niques of breast examination are recorded with factual 
case histories in available, beautifully illustrated 
photography, both color and black. The anatomical, 
medical and surgical treatises encompass all the con- 
temporary modern concepts of therapy to the date 
of this publication and the hormonal considerations 
as a form of palliative therapy are reviewed in the 
latter chapters. 


Vital Statistics 


Chapter 19 on the vital statistics of breast cancer 
is worth brief reconsideration. In 1950 there were 
210,733 deaths from cancer of all sites of the body, 
— 18,973 of these deaths were from breast cancer. 
Annually, 497,000 cases of cancer are diagnosed each 
year, of which 54,000 cases are cancer of the female 
breast. It is the leading cause of death for women 
between the ages of 30 and 40 years. Breast cancer 
stands fourth in morbidity and mortality statistics ; 
digestive cancer first, 38.8 per cent; genital organ 
cancers, 16.5 per cent; respiratory system cancer, 10.1 
per cent; and breast nine per cent. Particular problems 
such the laterality of the breast cancer, abberent breast 
tissue, bilateral breast cancer, and the present trends 
in mortality of breast cancer are considered. 

A final chapter of cancer in the male breast and 
its relationship to trauma, hormones, pathology, and 
treatment are of extreme interest. 


Excellent Summary 


At last an excellent summary of the recent litera- 
ture with historical reviews of breast cancer are avail- 
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able for all physician’s libraries at minimum expense. 
Each physician can readily become a specialist in 
cancer of the breast by a thorough study of the 
material presented in this comprehensive volume. It 
is hopeful that this sort of presentation of cancer 
review related to other organs can be anticipated from 
other specialists and clinic groups. More _photo- 
graphic material, particularly in color, could have 
been presented with this volume. I would recom- 
mend the book highly to all physicians who have a 
mandatory interest in this major cancer problem. 


FRACTURES IN CHILDREN 
By WALTER P. BLount, A.B., M. D., F. A.C.S., 


Williams & Wilkins Company — Baltimore 
1954 — $9.50 


The principles of treatment and the formulation 
of rules in treatment and diagnosis of fractures in 
children at the Milwaukee Hospital over a period of 
20 years are presented. The differences of orthopedic 
technique are compared and substantiated by statistics, 
experience and photography. An introductory chapter 
by the author is good reading for all practioners of 
medicine. The book totals 279 interesting pages. 

The factors of — 1. spontaneous correctability of 
angular deformities of long bones in children, 
2. the problem of apposition and moderate shortening 
of the extremities in children, and 3, the problem of 
prognosis of fractures in growing bones, particularly 
epiphyseal fractures are discussed. The techniques of 
reduction of fractures, the principles of treatment, 
and the indications for physio-therapy are beautifully 
described in the subsequent chapters. The fracture 
problem is considered related to portions of the 
shoulder girdle, the pelvic girdle, the extremities, the 
spine and the cranial systems. The final chapters are 
given over to the principles of emergency treatment 
and prognosis of open compound fractures and the 
etiology, local causes and general abnormalities giving 
rise to pathological fractures. 


Compressed Information 


I feel that considerable material and experience is 
pressed into very few pages as presented in this 
manuscript to the practicing physician for the benefit 
of his patient, the injured child. There is no question 
but that a special management of fractures in children 
must be recognized. There are limitations of therapy 
potentiated by a generally excellent outlook for the 
functional rehabilitation of the injury without internal 
fixation or extensive physiotherapy. A reasonable 
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bibliography with the testimony of success are veri- 
fied in original patient photography. I chuckled at 
the diagramatic sketches giving needful warnings to 
over-zealous surgeons. Examples — “Doctor, treat 
the patient — not the picture.’” Figure 40 — “Carry 
the sand yourself and let the child get well.” Figure 
45 — “Strong arm methods will not straighten the 
elbow.”” Figure 189 — “The boy is fine doctor, no 
hardware is needed.” 

Other branches of medicine might well copy this 
pictorial review which is balanced in do’s and don’t’s 
with a touch of humor, giving life and memory 
establishing experience to readers. All physicians 
treating children’s fractures will want a copy of this 
book for quick reference and authentic direction in 
children’s orthopedics. 





Teen-Agers Need.... 
(Continued From Page 545) 


health problems. It is important that he understand 
Johnny and Mary as individuals and deal with them 
accordingly. To best accomplish this he requires 
periodic direct personal contact. This permits the 
recognition of each child's own pattern of growth 
and development, his constitutional weaknesses and 
unfavorable trends which, if neglected, might lead 
‘to health problems. It permits a continuation of the 
preventive practices established during the childhood 
years. The family physician has an enviable and ideal 
position as consultant and counselor in this field. 
It is refreshing to know that the trend of the modern 
pediatrician is to care for children through the six- 
teenth year. 
Summary “ 

The teenager has been discussed with respect to, 
first, physical characteristics and second, behavior. 
Thirdly, the foundation for the development of 
healthy teenagers has been presented on the basis 
of cooperative understanding between parent and 
physician. 
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Is Surgery Hazardous During Menstruation? 


Questions and Answers: 
Postgrad. Med. 12:A-26, 1952 


The consultant states that alteration in the clotting 
mechanism at the endometrial barrier accounts for 
the character of menstrual bleeding but such change 
does not involve the system as a whole. No difficulty 
should arise from operations during menstruation. 

[It is interesting to note that acute appendicitis 
rarely occurs during menstruation. Levi, A, A., New 
England J. M. 247:350, 1952.] 


Clinical Clippings, November, 1952. 


NOVEMBER, 1955 


Anemia In Pregnacy 
HOLty, R. G.: Obstet. & Gynecol. 5:1 (April) 1955. 


About 80 per cent of normal patients manifest 
decreases in hematologic values to a variable degree 
during pregnancy. A physiologic anemia does not 
occur in pregnancy. Minimal or moderate decreases 
in the hemoglobin are usually the results of an iron 
deficiency. 

Associated with any decrease in hemoglobin there 
is a decrease in the serum iron and elevation of the 
erythrocyte protoporphyrin. These have been shown 
to indicate the existence of iron deficiency. 

A hemoglobin of 12 grams per cent has been 
found to be an approximate minimal normal hemo- 
globin for the pregnant state. Only 20 per cent of 
pregnant patients not receiving supplemental iron 
maintained their hemoglobin above 12 grams per cent. 


Iron Supplement 


Approximately 80 per cent of pregnant women 
maintained or improved their hemoglobin values 
when given an iron supplement with their diet. 

Every pregnant woman should receive iron during 
pregnancy. A minimum of 90 days has been found 
to constitute an adequate trial. Iron should pre- 
ferably be administered late in pregnancy when the 
iron demands are the greatest. 

Ninety per cent of pregnant women maintained 
or improved their hemoglobin values when given a 
combination of iron and cobalt (Roncovite). 

A significantly higher proportion of patients re- 
ceiving iron and cobalt delivered with a hemoglobin 
above 13 grams per cent when this series was com- 
pared with the iron treated series. 

No toxic manifestations associated with its use 
have been observed. 





SURGERY 


The Therapeutic Effect Of Aureomycin In 
Experimental Peritonitis in The Dog 
Schweinburg, F. B., et al., Ann, Surg. 133:208, 1951 

Aureomycin given orally, is very active against 
the normal bacterial flora of the intestine. The cure 
rate in experimental peritonitis in dogs was 75 
per cent when aureomycin was given preoperatively ; 
66 per cent when the antibiotic was administered 
postoperatively. 

Clinical Clippings, May, 1951. 





Lederle Grants 


Cancer, arteriosclerosis, heart disease, and enzyme 
action are some of the fields of university and hospital 
research supported by grants from Lederle Labora- 
tories Division, American Cyanamid Company. Nine- 
teen grants to researchers in human medicine for the 
current fiscal year total $108,900. In addition, Lederle 
Laboratories has made seven grants to universities, 
and agricultural experiment stations in the field of 
veterinary medicine totaling $29,831, and 12 grants 
in human nutrition totaling $28,200. 
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DERMATOLOGY 


Aureomycin Therapy Of Multiple Verrucae 
Dollion, ]., New York State J. M., 50:705, 1950 


When seen, the patient had twelve warts situated 
at the mucocutaneous nasal junction. One week 
following oral administration of 4 Gm. aureomycin, 
given fractionally over a period of 36 hours, all 
verrucae had disappeared. 

Clinical Clippings, 1950. 


November, 


ANTICONVULSANTS 


Gemonal (5, 5-Diethyl 1-Methyl Barbituric Acid). 
New Drug For Convulsive And Related Disorders 
Perlstein, M. A., Pediatrics 5:448, 1950 

Gemonal* was ineffective in management of idio- 
pathic epilepsy but brought about improvement in 
approximately 50 per cent of patients with seizures 


due to organic brain disease. 
*Abbott Laboratories 
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